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Pain over the chest is a common complaint, and a 
diagnosis implying its cardiac source has become 
common custom. If it were true that cardiac-like pain 
is often regarded erroneously as cardiac pain and so 
leading to unwarranted invalidism, and that the 
treatment of true cardiac pain is often mismanaged 
leading to unnecessary and protracted invalidism, the 
commercial and industrial life of a country could suffer 
appreciable dislocation, while discordancy would enter 
many homes and disrupt their customary calm. Here. 
therefore, lies a social problem of considerable 
magnitude 
FAULTY DIAGNOSIS 


That diagnosis often miscarries in patients with chest 
pain receives emphasis from the fact that during a 
period when 1,000 consecutive cases of cardiac infare- 
tion were being assembled 370 others were found with 
chest pain which was indistinguishable from true cardiac 
pain in regard to place, character, and response to 
exercise and to rest. The electrocardiogram, however, 
was normal in these cases, and subsequent investigation 
and supervision proved that the pain arose from an 
extracardiac source. This erroneous interpretation of 
the cause of the pain stems from the sparsity of physical 
signs, which leads inevitably to the placing of undue 
reliance on the patient’s history. Nothing is so calcu- 
lated to mislead in diagnosis as the attitude so prevalent 
to-day that pain in the chest, especially if identified with 
effort, is angina. 

The conditions that mimic cardiac pain are many, and 
included among them are fibrositis, pericarditis, disease 
of the mediastinum or pleura, involvement of nerve stem 
or roots, and even neurosis. These when added together. 
however, pale in significance compared with dyspepsia. 
which can so closely ape cardiac pain that it often con- 
founds diagnosis. In order to avoid a wrong diagnosis 
of cardiac-like pain it is necessary to heed certain truths 
that concern the clinical history, the absence of cardiac 
signs, the electrocardiogram, and the presence of signs 
that support a non-cardiac source of the pain. 


The History 


A man of 50 with closed fist resting on his breast- 
bone as he describes a sense of tightness on walking 
that is relieved by halting usually suffers from cardiac 
pain, but it should be known that in one among five 


* Address given at the Third International Congress of 
Cardiology, Brussels, September, 1958. 


this symptom arises from a flatulent dyspepsia. It 
is at this juncture in the clinical inquiry that a false 
step might be taken. Thus, when the typical story is 
recited by the patient, the reaction of the doctor should 
be that the symptom might have its source either 
in the heart or in the stomach, and he should not 
prejudge the issue at this early stage, or allow the term 
“ angina” to fourm too readily on his lips. 


Absence of Cardiac Signs 


It is a serious fallacy to assume that clinical signs 
are not expected in one with cardiac pain during the 
ambulatory period when a major coronary occlusion 
has not yet taken place, or when its more obvious 
effects have passed following treatment. It is true 
that the signs are sparse, but when sought diligently 
the presence of triple heart rhythm at the lower end 
of the sternum may be elicited in some 15% of 
ambulatory cases long after the initial attack of 
cardiac infarction has subsided; when the occlusive 
event has been recent, the incidence of triple heart 
rhythm on auscultation rises to near 85%. For a 
diagnosis of cardiac-like pain it is conditional, there- 
fore, that a careful clinical examination discovers no 
such abnormal cardiac signs. 


The Electrocardiogram 


Naturally, it is imperative that a competent electro- 
cardiogram should be recorded in the investigation of 
chest pain. Seven, and at the most eight, leads are 
necessary—namely, leads I, II, II, IIR (lead III on 
deep inspiration), CR,, CR,, and CR, ; sometimes CR, 
has to be added. The bipolar chest leads are superior 
to the V leads in that they better portray the S-T 
segment and the T wave in the normal—expressions in 
the tracing which are so sensitive to alteration when 
the myocardial injury from coronary arterial disease 
is limited in its distribution (Fig. 1). If unipolar limb 
leads are recorded, and they ‘need not be, it is essential 
that aVFR (aVF on deep inspiration) is also taken 
(Fig. 2). 

When the electrocardiogram is normal it excludes a 
diagnosis of cardiac infarction, but for this truism to 
apply the tracing has to be strictly normal. This 
demands a familiarity with the lesser cardiographic 
deformities identified with limited or restricted cardiac 
infarction, which are in contrast with the more obvious 
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changes found in salient cardiac infarction (Fig. 3). The 
lesser irregularities in the tracing include a depression 
of any portion of the S-T segment in any lead, and 
especially in lead IIIR, a low T wave in leads I and 
CR, or CR,, a blunt T wave, a sharp descent of the T 
wave in leads over the right ventricle, terminal dipping 
of the T wave, especially in CR,, depression of the 
T—U segment, inversion of the U wave in the absence 
of left ventricular enlargement, the appearance of a Q 
wave in IIIR when absent in III, and a notch on the 
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Fic. 1.—Comparison of the T wave potential in unipolar and 
bipolar leads. Both in station | over the right heart and 7 over 
the left side, the T wave in V leads are low, flat, or inverted, 
while in the corresponding CR leads the potential is much more 
positive. Tracings were from eight healthy subjects. 


descending limb of qRS, (Fig. 4). These changes are 
seen in the resting electrocardiogram, and the exercise 
record to test their significance is not needed except for 
the low T wave, which can be a physiological finding. 
A normal electrocardiogram opposes the diagnosis 
of cardiac pain as well as cardiac infarction provided 
the unusual circumstance of coronary arteriospasm is 
excluded, for here a tracing abnormal at one time 
may appear normal at another. Such a cardiogram, 
however, is a rare finding, having an incidence of only 
1% among all abnormal tracings of coronary arterial 
disease, and it has a distinctive pattern. Thus, the T 


wave is depressed or inverted in lead I and in the right 


pectoral lead, CR,, and in leads reaching across the 
chest even as far as CR,. Before this specific cardio- 
gram is named, it is also conditional that significant 
Q waves and S-T depression should be absent. 


Presence of Non-cardiac Signs 
When cardiac signs are missing and the electrocardio- 
gram is normal in a patient with chest pain, attention 
should be turned to its extracardiac causes, and 
especially to the commonest of them all, dyspepsia. 
Although occasionally 
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Fic. 3.—Design of the electrocardiogram im the various kinds of 
salient cardiac infarction. Roman numerals indicate limb leads, 
and Arabic numerals indicate chest leads in the first column. 
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cardiac-like pain. When these abnormal movements are 
being observed pain is seldom present, for they are not 
the cause of the pain, and serve only to indicate its 
dyspeptic nature. 

A further radiological sign commonly present in these 
cases is a cup-and-spill stomach, where the barium 
stagnates for a time in the gastric fundus before spilling 
over into the main cavity of the stomach (Fig. 5). This 
behaviour of the meal in the stomach results from a 
bending of the viscus from pressure by a distended 
colon. 

Extent of Invalidism from Cardiac-like Pain 

A realization of the hardship imposed on patients 
in this group through a wrong diagnosis can be gained 
from an acquaintance with the history in 30 consecutive 
patients whose average age was 52 ; 20 being under 55. 
These form a small sample of a series of 1,000 such 
cases. The duration of enforced invalidism had 
exceeded 4 years in 12, 10 years in 6, and 20 years in 2 


of the electrocardiogram showed that it had been a 
physiological tracing. 

To save patients from the wretchedness with which 
this story is pregnant, less reliance must be placed on 
the patient’s description of his illness, and greater 
reliance on the electrocardiogram, which should be the 
final arbiter. 

Once the diagnosis of cardiac pain has been excluded, 
the information should be conveyed to the patient 
immediately and emphatically. Reassurance is not 
reassuring if it is given late or without conviction, for 
the mental wound, unless repaired quickly, is sure to 
fester. A life saved from the bondage of unwarranted 
invalidism justifies the great care taken to avoid it. 


FAULTY MANAGEMENT 
It is natural that an illness which has so often killed 
unexpectedly, and whose outcome is usually unpredict- 
able, should breed a cautious attitude on the part of 
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bed. The diagnosis was later 
confirmed by a visiting physician, 
who recorded an electrocardiogram 
which was said to indicate the 
presence of angina. A_ period 
of six weeks in bed was followed 
by a suitable period of convalescence, and subsequently a 
return to work was permitted. He had been a bus driver, 
and as a sufferer from coronary thrombosis and angina his 
employers refused to reinstate him in his previous occupation. 
He sought less congenial work, but in this, too, he met with 
no success. He visited the labour exchange daily and 
interviewed prospective employers, but in vain. Worry 
weighed him down, his customary self-reliance left him, 
and insomnia set in, because he had an invalid wife and four 
children under the age of 15 years. Eventually a bent figure 
was seen walking towards the river where he was to make 
his escape through suicide. The coroner pronounced that 
the man had taken his own life while the state of his mind 
was disturbed. Necropsy showed wide patent coronary 
arteries and a healthy myocardium. Subsequent inspection 


Fic. 4.—The lesser electrocardiographic signs of restricted cardiac infarcuon. 
given were the only abnormality present at the time in a comprehensive electrocardiogram 
of seven leads, and from patients in whom the presence of cardiac infarction was subsequently 
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confirmed. 


any medical practitioner called upon to treat it at its 
onset and to supervise its progress during convalescence. 
Now that a quarter of a century has elapsed, however, 
since the clinical diagnosis of cardiac infarction was 
confidently made, it should occasion no surprise that 
the strict instructions once proposed to govern the 
aftercare of the illness now appear to need revision. 


Where do We go Wrong ? 


The interrogation of patients who had recovered from 
cardiac infarction and had left hospital for periods of 
one to three years uncovered a number of facts which 
suggest means by which such patients should be 
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reinstated more effectively than now to their customary 
mode of life and livelihood. The faulty management 
included a failure to talk to the patient during and 
subsequent to the illness, failure to talk to the marital 
partner, failure to establish a close liaison between the 
hospital and the family doctor, failure to resettle the 
patient in his customary work, failure to instruct 
the patient on the proper use of glyceryl trinitrate, 
and failure to extend to an intimidated patient the 








Fig. 5.—Appearance of the barium meal in a patient with cardiac- 

like pain. 1, Diaphragm. 2, Gas in stomach and splenic colon. 

3 and 4, The cup and the spill of the barium in the stomach 
5, Residue of meal in lower end of oesophagus. 


encouragement and reassurance due to him. Too often 
the illness has been unnecessarily prolonged. The 
patient has regarded it as continuing, and the doctor 
has failed to say it has ended. There are faults on 
both sides, but the doctor is most blameworthy. 


Need to Talk to the Patient 

The question “Should a doctor tell?” need no 
longer be posed—anyhow, not in regard to telling the 
patient about his illness. Through instruction in health 
magazines, the Reader's Digest, and radio and television 
programmes, patients acquire that superficial know- 
ledge which often emboldens them to question their 
doctor more closely than hitherto about their own 
complaints. Of course it is unlikely that a patient can 
have any real understanding about his illness, but the 
greater risk that he will obtain misguided information 
from less reliable sources has to be reckoned with. 
Great profit, therefore, will be earned if the doctor 
affords time to talk to each patient with cardiac pain 
During the patient’s sojourn in hospital, when he 
resigns to rest and to soliloquy, the words he hears 
matter more to him than the dedicated administration 
of medicine and nursing. In this illness, as in many 
others, words are more telling than deeds. In_ this 
context words are deeds. At this juncture the physician, 
therefore, should grasp the opportunity to disengage 
himself from the subdued musings and murmurings, so 
much a feature of medical consultations in the ward, to 
speak purposefully at the head and not at the foot of 
the sick-bed. 

Need to Talk to the Marital Partner 


The wisest plan conceived by the consultant and the 
family doctor will miscarry if it has not the fullest 
accord of the marital partner. 


An over-protective 
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spouse, who continuously dissuades her husband from 
putting his hands to any kind of work, has often 
wrecked the considered advice of a physician, and for 
this reason it might be more important to treat her 
than the patient. On the other hand, the wife of one 
who has passed through an attack of cardiac infarction 
can be a powerful ally to a doctor in his struggle to 
restore the patient's self-reliance, and her services should 
be enlisted at the start. In the recapture of confidence 
lost through a heart attack the patient can count on 
greater help from his wife in the home than from a 
welfare officer in a highly organized rehabilitation 
centre; public social service can never match the 
fastness of the family service, and for this reason must 
never be allowed to supplant it. 


Need for Close Liaison between Hospital and Family 
Doctor 

In the management of no other illness is close 
co-operation between hospital and family doctor so 
necessary and so worth while. In discussing the illness 
with the patient it is imperative that both doctors should 
use the same language, adopt the same views on 
diagnosis, employ the same terms by which to convey 
this information, and proffer the same advice on future 
treatment. Failure to forge this co-operation in manage- 
ment had in one case caused not a little confusion and 
had hindered the good progress initially predicted for 
the patient. Thus, the factory doctor had said 
“thrombosis”; the consultant had said “ infarction” ; 
the house-physician had said “angina”; the registrar 
had said “a block in the heart vessels”; a patient in 
the ward had said “part of the heart is diseased and 
finished with” ; the family doctor had said “ softening 
of the heart muscle”; the ward sister had said “ it is 
better not to ask.” The patient himself added, “I am 
muddled, doctor, and I cannot sleep.” 

Foreboding terms which may suggest the doom which 
might have undertaken a relative or friend should be 
avoided ; the use of less malignant expressions brings 
rewarding results, and one is suggested here—namely, 
“‘a heart attack which is passing,” or “a heart attack 
which has passed,” depending on the particular phase 
of the illness at the time. Whatever terminology is 
used it should be simple, but should convey the 
expectancy of a successful outcome of a temporary 
illness, and imply no sinister meaning. 


Need to Reinstate the Patient in Work 


Failure to instruct a patient to return to his usual 
occupation is the commonest form of mismanagement 
which annuls his resolve to place his illness behind him 
and which undermines the very happiness of his home. 
When advocating a return to work it should be 
emphasized that such work must be customary work. 
The urge to move a patient from one occupation to 
another cannot be too strongly condemned ; a change of 
occupation at this time means unsettlement, not 
resettlement. The wail of so many patients emphasizes 
the discontent that inevitably follows an enforced change 
to sedentary work, and it will yield to no remedy. “! 
am miserable in my new work” ; “I am used to hand- 
ling a saw, not a pen”; “ This clerical business gets me 
down”; “I was never good at figures”; “I have lost 
my old pals”; “I work among a lot of crocks, and I 
feel that I am becoming one, too”; “I miss my old 








J 
wag 
ad 
old 
utte 
thir 
cart 
whe 
mo} 

E 
hav 
infé 
rece 
wol 
for 
fro 
ing 
tim 
gre 
whi 
exc 

N 
cus’ 
risk 
sole 
circ 
ad 
and 
har 
rest 
alre 

pro 
to | 
con 
nev 


eff 
aft 
ret 
cor 
epi 
tio! 


thi: 
pat 


an 
pal 
ma 

c 
ray 
nol 
tha 
the 
us¢ 
pre 
ful 
firs 
inv 
dis 
ple 
ins 
pre 
dis 





we ee SS wes SSO ellU 








Jan. 31, 1959 





wage packet ”’; “ My wife has now to turn out and earn”; 
“T have to sponge on my children” ; “I have lost my 
old independence.” Such have been the pitiable 
utterances of these disconsolate patients. Let no one 
think that a patient has recovered successfully from 
cardiac infarction because he has lost his heart pain, 
when he retains its pangs, and which he finds even 
more difficult to bear. 

Experience in the management of these patients who 
have successfully passed through an attack of cardiac 
infarction endorses the view that it should become a 
recognized procedure to direct the patient back to his 
work after he has rested for a month and convalesced 
for a second month. That no undue risks are incurred 
from the adoption of this practice has been proved by 
inquiry about the physical activities engaged in at the 
time of the initial attack or subsequent ones. In the 
great majority of cases the illness set in either at rest or 
while undergoing habitual easy exercise, and only 
exceptionally during unaccustomed heavy exertion. 

Moreover, to dissuade a patient from resuming his 
customary work can never be an assurance against the 
risk of an extension of the cardiac injury; that rests 
solely with the state of the functioning coronary 
circulation. Such dissuasion, however, is sure to breed 
a despondency which will bring misery to the patient 
and his family. His early return to work, on the other 
hand, will save him from confirmed invalidism, or will 
rescue him from a state of despair should he have 
already drifted into it. What a disappointment it is to 
prolong life if it is to be a useless one, so dissatisfying 
to the doctor and such a burden to the patient. In the 
contest for health, to gain the “consolation prize” is 
never a consolation. 


Need to Instruct Patients on the Proper Use of 
Glyceryl Trinitrate 

In the event of recurrent cardiac pain on physical 
effort the patient should be informed that this is the 
aftermath of the initial illness and not a signal of a 
return of his old trouble. An inquiry among patients 
concerning the management of these repetitive painful 
episodes disclosed an unpardonable neglect of instruc- 
tion on the proper use of glyceryl trinitrate tablets. 
A talk, lasting only some five minutes, dealing with 
this therapeutic measure is of inestimable benefit to 
patients. 

Too often the tablets are allowed to become stale 
and inert from storage ; they should be fresh. Some 
patients swallow the tablets three times daily, and too 
many allow them to dissolve in the mouth ; “ chew” or 
“crunch” should be the operative words, ensuring 
rapid absorption and benefit. Patients are still instructed 
not to take too many tablets, thus creating the belief 
that to do so means that they will get accustomed to 
them; they need encouragement in their unrestricted 
use and assurance on the absolute safety of this 
procedure. Patients are too often frightened by a 
fullness in the head which may follow ingestion of the 
first tablet ; the harmlessness of this effect should be 
invariably explained at the outset. Thereafter the 
discomfort passes unnoticed or at least without com- 
plaint. Transcending all other faults is neglect to give 
instruction in the use of glyceryl trinitrate as a 
prophylactic measure; a tablet should be allowed to 
dissolve in the mouth in this instance before any exercise 
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which customarily brings on the pain. Herein lies the 
chief virtue of the tablets, and the time and trouble 
taken to inform the patient on the precise way he is to 
use this convenient instrument of relief is so very worth 
while. 

Other medicines, in that they cannot be guaranteed 
to do good, do harm, and whether in the form of a 
sedative, “ peritrate,” anticoagulant, or placebo, each 
serves to remind a patient two or three times a day of 
the hurdle of his past illness and the imaginary hazards 
which he may yet meet in the race he has to run. A 
nitrite, like “ peritrate ” or “ mycardol,” taken into the 
stomach was shown a quarter of a century ago to be no 
more effective than a placebo in the prevention of 
cardiac pain, while a critical regard of the state of the 
coronary arteries and the myocardium at necropsy 
relegates treatment by anticoagulant drugs to the realm 
of “therapeusis through wishful thinking.” 

The need of a patient emerging from cardiac infarc- 
tion is encouragement, not medicament—encouragement 
to negotiate harmless hills, not to the swallowing of 
useless pills. 


Need to Dispense Reassurance 

For the purpose of estimating prognosis in cardiac 
infarction the patients may be assigned to two main 
classes. In the first group, infarction has so injured the 
heart muscle as to produce the trinity of sinister signs- 
namely, triple heart rhythm elicited on _ clinical 
examination, and cardiac enlargement with pulmonary 
congestion, which are uncovered by cardioscopy. In 
such cases the illness has reached serious proportions, 
demanding treatment of heart failure, and where 
appropriate encouragement will take the place of 
firm reassurance. 

The majority of patients, however, belong to the 
second group, for they have emerged successfully from 
the attack without residual clinical signs. It has 
already been implied that reassurance is not effective 
unless conveyed convincingly. To convince, reassurance 
has to be without strings. This inquiry showed time 
and again how intended reassurance had failed in its 
purpose because of the casual introduction of some 
unfortunate contradiction, and the following are some 
examples of such unguarded phrases: “You are all 
right now, provided you don’t get another attack”: 
“You will go on well, if you look after yourself” ; 
“ You can lead a normal life, but don’t go out by your- 
self” ; “You may do anything, although you should 
do things slowly”; “ You have done well, considering 
your age”; “With the exception of a scar, the heart 
has recovered”; “ You are over this, yet you may go 
out like a candle.” 

Of course some patients, fortified by an equable 
mental equipment, which at all times contributes greatly 
to the speed and completeness of the recovery, have 
withstood stoically the forbidding injunctions proffered 
by doctor, spouse, relative, friend, or Reader’s Digest. 
None the less, even these sometimes confessed to a 
pang of anxiety when informed by word, letter, or 
obituary notice of the sudden passing of an acquaint- 
ance. After all, in the lay mind heart pain continues 
to be regarded as the twin brother of cancer, and it 
proves difficult to dislodge the conviction, should this 
have taken root, that he harbours a mortal illness within 
his breast. To allay any such fear must always be our 
purpose in the management of a patient with heart 
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pain which kills only sometimes, but which maims all 
the time unless under careful and wise supervision. 


Miss E. M. Goldberg, of the medical research unit, and 
Miss M. E. Druett, almoner to the cardiac department, of 
the London Hospital, have given me great help in the 
interrogation of those patients who had passed through an 
attack of cardiac infarction. 





THE THYROID AND THE HEART* 


BY 
HAROLD COOKSON, M.D., B.Sc., F.R.C.P. 


Physician in Charge of Cardiac Department, Poole General 
Hospital 


Both oversecretion and undersecretion of the thyroid 
hormone have serious effects on the heart. Those of 
oversecretion are better known because they are much 
thecommoner. Many features of severe hyperthyroidism 
are historical because the picture has changed in the past 
decade or two as a result of earlier diagnosis and of 
more effective antithyroid treatment. Thus the more 
advanced changes formerly seen and the _ post- 
thyroidectomy thyroid crisis are never allowed to 
develop. In the first stage there is an increase in the 
heart rate, normal rhythm persisting. Under certain 
conditions—for example, any event which produces 
tachycardia in the euthyroid subject, such as an infection 
or Operation—and particularly in the child and young 
woman, this increase may reach an extreme degree. As 
a hospital resident I saw a child of 13 with exophthalmic 
goitre, as we then called it, complicated by acute 
appendicitis. This had to be treated by operation, and 
it was followed by a mounting tachycardia which just 
before death reached the extreme figure for normal 
rhythm of 250 a minute. The tachycardia of hyper- 
thyroidism is labile and shows an exaggerated response 
to emotion and, as mentioned, to infections. On the 
other hand, the heart rate may fall to normal in a few 
days with complete rest and medical treatment. 

Occasionally toxic goitre can be diagnosed with a 
normal heart rate—that is, in the seventies. I think this 
may occur in subjects who normally have a bradycardia, 
and is therefore seen in the male; but it is also met 
with in the elderly woman who gets paroxysms of 
auricular fibrillation as evidence of thyroid toxaemia, 
but between these has sinus rhythm without tachycardia. 
Such a patient may have a B.M.R. not over the upper 
limit of the normal. Occasionally in younger women 
and girls the heart rate is high at times, though they 
have become fat, feel better, and seem generally to have 
lost their thyroid toxaemia. Here the tachycardia is 
probably nervous and not thyrotoxic in origin. Nearly 
all the abnormal rhythms occur in toxic goitre ; and 
extrasystoles, more often ventricular than auricular, 
are the first to appear. Superimposed on a sinus 
tachycardia, they are of some diagnostic value, as this 
combination is commoner than in any other condition. 
When the extrasystoles are seen, auricular fibrillation is 
usually in the offing. 


Auricolar Fibrillation 
Hyperthyroidism is one of the commonest causes of 
auricular fibrillation, and it is well to consider it, 
however inconspicuous the other symptoms of toxic 
goitre. If rheumatic, or coronary, or hypertensive heart 





*Read to the Section of Cardiology at the Annual Meeting 
of the British Medical Association, Birmingham, 1958 


disease is not the explanation, then toxic goitre may 
be. Unsuspected cases are treated solely with rest 
and digitalis when antithyroid treatment is essential. A 
clue to diagnosis is the absence of response to digitalis, 
as this drug has little effect on the ventricular rate until 
thyroid toxaemia is reduced ; then it does appear to have 
some action. There is a close connexion between age 
and the incidence of auricular fibrillation in toxic goitre, 
with a rise in each successive decade, so that while 
extremely rare in those under 30—it used to be seen at 
this age after thyroidectomy—it is common in those 
over 70. This is true both of established fibrillation 
and of the paroxysmal form, either before or after 
thyroidectomy. Restoration of normal rhythm is 
evidence of good treatment. 

It may be that the thyroid hormone plays a part in 
determining auricular fibrillation even when the secretion 
of the gland is physiological, as is suggested by the case 
of a woman aged 34 with mitral stenosis who had the 
whole of her thyroid gland, which was normal, removed 
for resistant heart failure. This was a form of 
treatment resorted to in the 1930's. Although she had 
been fibrillating for years, normal rhythm returned 
when she developed myxoedema after the operation. 
Spontaneous return of normal rhythm in a patient 
with advanced rheumatic heart disease who has had 
fibrillation for a long time is a most unlikely event and 
suggests that the thyroid hormone, even when present 
in normal amount, affects auricular function. 

Other arrhythmias occur only rarely, but now and 
then thcre may be auricular tachycardia or flutter, 
usually alternating with auricular fibrillation. Mild 
heart block with prolonged a-v conduction time is 
occasionally seen, even in young subjects. 


Blood Pressure 


A raised pulse pressure is a cardinal symptom of 
hyperthyroidism; in fact, it should rank with 
tachycardia, goitre, eye signs, and tremor. Eye signs 
may be absent and a goitre not detected, but a diagnosis 
of toxic goitre in the absence of increased pulse pressure 
must be regarded as doubtful. This point is particularly 
important in the differential diagnosis between cases of 
goitrous tachycardia and those of diastolic hypertension 
in which tachycardia may be a feature. The first 
do not show increased pulse pressure despite their 
tachycardia. This is not to say that the diastolic 
pressure remains normal in hyperthyroidism. An 
investigation of 200 cases of toxic goitre showed a slight 
rise in diastolic pressure but a greater increase in the 
systolic as compared with 100 controls of the same 
age and sex distribution. Finally, there is the 
hypertension seen in middle-aged or elderly women 
many years after thyroidectomy. The operation has 
been successful in that thyroid function appears normal, 
but they show a severe degree of diastolic hypertension. 
The proportion who develop this seems too high to be 
accounted for by coincidence, but what connexion it has 
with toxic goitre in the distant past is obscure. 

The electrocardiogram is of limited value in toxic 
goitre. It will provide an objective record of heart rate 
and the diagnosis of abnormal rhythms. In configuration 
the main change is a tall T wave, just the reverse of 
what happens in hypothyroidism. 


Radiology of the Heart in Toxic Goitre 


The apex beat is often felt outside the mid-clavicular 
line, giving an impression of enlargement, and is due to 
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the excited action of the heart and may not be borne 
out by radiology. In the first description of toxic goitre 
Parry in 1825 stated that the heart was enlarged, but 
he of course depended on clinical signs alone. However, 
there may actually be slight, moderate, or considerable 
enlargement, and certain changes in configuration which 
are to a certain extent characteristic. To take the 
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Fic. 1. — Electrocardio- 
grams of woman aged 44 Fic. 2. — Electrocardio- 
with a goitre and hypo- grams of woman agea 70 
thyroidism. Left tracing who developed severe 
shows normal rhythm, myxoedema three months 
rate 68 a minute, low after radioiodine  treat- 
voltage, and slight in- ment for malignant goitre 
crease in P-R_ interval, Tracing on left taken at 


this time shows normal 
rhythm, rate about 70 a 
minute, T wave flat or 
biphasic, negative U 
wave; the right tracing, 
taken after one month’s 
treatment with thyroxine, 
shows normal rhythm. 
rate 90 a minute, T wave 
normal, U _ wave _ just 
positive. 


low T waves especially in 
the limb leads, and slight 
depression of the ST seg- 
ments. The right tracing 
taken after four weeks’ 
treatment with thyroid 
hormone shows reduced 
P-R interval and correc- 
tion of the ST and T 
changes, the last shown 
best in lead V4. 


contours in order, beginning at the left lower border, the 
left ventricular contour may be slightly prominent ; 
immediately above this the border of the right ventricular 
conus is not affected (as it is in mitral stenosis); but 
higher still there is frequently a prominence of the main 
pulmonary artery. Above this the aortic knob is neither 
prominent nor small, as it often is in mitral stenosis, 
but the arch of the aorta may be unduly high. On 
the right border the superior vena caval shadow may 
be prominent, owing to lateral pressure on the vessel by 
the goitre, occasionally to congestive heart failure ; 
possibly an increased venous return from the thyroid 
may be a factor. Of course the shadow of an 
intrathoracic goitre may be seen along the upper part 
of the vascular pedicle. The left auricle is not enlarged 
except when there is auricular fibrillation. 

Anything more than slight changes in heart size do 
not occur unless there is auricular fibrillation, and 
especially if there is also failure. In its most 
characteristic form the goitre heart has a fairly straight 
left border with little alteration of the right profile, so 
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that in shape it somewhat resembles a ham. The quick 
large pulsations of the left heart border and of the 
large arteries of the vascular pedicle are a striking 
feature. 

The prominence of the pulmonary artery is probably 
due to several factors, increased cardiac output and 
increase in pulse pressure, causing an increased excursion 
and therefore stretching of the vessel wall, being the 
most important. The relatively thin-walled pulmonary 
artery is more affected by these factors than the aorta. 
In the cadaver with the heart in situ, distension of the 
pulmonary artery with fluid injected into the right 
ventricle causes the artery to bulge on the left profile so 
as to resemble the x-ray appearance of goitre heart. 


Heart Failure 


There has been a long controversy about whether or 
not hyperthyroidism can by itself cause congestive heart 
failure. Certainly it is very rare under the age of 40 
unless there is in addition some primary form of heart 
disease, but it is seen in middle-aged or elderly women 
with auricular fibrillation, and very rarely with normal 
rhythm. It is therefore contended that, but for the 
effects of age, coronary disease, and hypertension, 
failure would not develop. This is incorrect, but, even 
if it were correct, it is not of practical importance if 
toxic goitre is the exciting factor and its removal clears 
up the condition. Twenty-five to thirty years ago failure 
was seen in about 10% of cases, but the figure is very 
much less than this to-day. In the young middle-aged 
subject it is the high ventricular rate at the onset of 
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Fic. 4.—Electrocardiograms of man 
aged 57 with myxoedema. Left 
tracing shows normal rhythm rate 
45 a minute; low voltage; 
digitalis-like depression of T and 
ST. Right tracing taken after 
treatment with thyroid extract, 
shows normal rhythm, rate 75 a 
minute ; some increase in voltage ; 
T and ST normal. 
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Fic. 5. — Electrocardio- 
grams of woman aged 76 
with spontaneous myx- 
oedema. Tracing on left 
shows ST deviations and 
T inversions as in antero- 
lateral coronary throm- 
bosis; tracing on right, 
taken after one week’s 
treatment with thyroxine. 
shows curve restored to 
normal. 
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fibrillation which leads to failure. For example, a 
woman aged 43 had a four-years history of loss of 
weight amounting to 70 lb. (32 kg.), palpitation, 
nervousness, and shakiness; a neck swelling had been 
noticed only six months before. When first examined 
her pulse was regular, rate 118 a minute, and B.P. 160 
80 mm. Hg ; later, auricular fibrillation developed with a 
ventricular rate of 150 a minute followed by congestive 
failure. 

The treatment for failure with fibrillation is an 
antithyroid drug combined with the usual methods for 
failure, including digitalis and diuretics. The ventricular 
rate in the fibrillation of toxic goitre is resistant to 
digitalis, which, when given alone, may have little effect. 
However, when given with an antithyroid drug it seems 
to exert some activity. Failure of digitalis to slow 
the heart in auricular fibrillation usually indicates the 
existence of some extraneous factor, and toxic goitre 
is one of the first to be suspected. After a few weeks 
on an antithyroid drug and digitalis, normal rhythm 
can be expected to return. But, whether it has or not, 
thyroidectomy if contemplated can then be carried out 
provided failure has cleared up, the patient is well 
generally, and the ventricular rate is under control. 
After this, normal rhythm may return spontaneously : 
if it has not done so within a week or two an attempt 
may be made to restore it with quinidine. 


Cardiac Pain in Toxic Goitre 

In my experience cardiac pain is hardly ever a 
symptom in toxic goitre. Why it should be so 
exceedingly rare is a mystery, since at least half the 
patients are over 50 years of age. It is only partly 
accounted for by the predominantly female sex incidence 
of toxic goitre, while cardiac pain generally shows a 
moderate predominance in the male. Another small 
factor may be the presence of auricular fibrillation in 
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the older women with toxic goitre ; in some way this 
arrhythmia and the sensation of cardiac pain are 
antagonistic. 


Induced Hypothyroidism for Cardiac Failure and 
Cardiac Pain 


In the 1930’s many papers appeared in America on 
the total removal of the normal thyroid gland for 
chronic heart failure, of whatever aetiology, and for 
persistent cardiac pain. Very favourable results were 
reported, but nevertheless the method was rather 
suddenly dropped after a few years. With the 
development of other effective measures for heart 
disease the procedure is now chiefly of historical 
interest. Similarly, I have not found antithyroid drugs 
to induce hypothyroidism of any help in heart failure. 
In the few cases I have treated, the general state was 
made worse rather than better. 

For severe effort or emotional angina the drawbacks 
of subthyroidism were again found to offset any 
temporary relief that might follow the operation. The 
antithyroid drugs have in my experience also been 
ineffective. 


The Heart in Myxoedema 


Spontaneous myxoedema is rare compared with 
‘hyperthyroidism, but, even more than in toxic goitre. 
shows itself in the female rather than in the male. 
However, aS many cases occur as a sequel to treatment 


Hypothyroidism and Myxoedema 
No. of Cases 
11 


Taste | 


After thiouracil aw oe ee : 
» radioiodine at - ee I 
»» thyroidectomy (and thiouracil) 7 
Spontaneous (including 3 cases with goitre) 18 


given for toxic goitre, and in these it is possible to study 
the disease in a milder form and usually free from the 
complicating effects of other types of heart disease. The 


clinical and electrocardiographic changes in 

c March 10, 1958 May 5, 1958 April 3, 1958 May 12, 1958 June 9, 1958 myxoedema are in many ways the antithesis 

: fan of those of toxic goitre: on the one hand, an 

oe La pt ont > ae ps, animated, bright-eyed, thin subject with warm 

: ; el smooth moist skin ; on the other, in severe cases 

fh eueuee | rm . of myxoedema almost lifeless immobility, 

—— — FL ~—seexpressionless puffy faces, and dry, rough, cold 

01 Geaeeet= nije ; skin. Similarly, the electrocardiogram in the 

Meee T oe deed two conditions varies in opposite directions. It 

a VI —~ has been examined in three groups—patients 

, \ - —— 9 who became hypothyroidic from antithyroid 

‘ , drugs, including one from radioiodine, cases 

va lee ~=«2 wf following thyroidectomy, and spontaneous cases 

Qe eee eee (Table I. There were 12, 7, and 18 cases 

; respectively in the three groups (Tables II, III. 

, V4 cohen and IV), making a total of 37 (36 female, 1 
Mado | aa male) 
j t V4 cement ee 4~=~~ = , 

The electrocardiographic changes are unique 

v6 j 6 —_ . in cardiography. The changes were similar in 

the three groups, varying only in degree. 

be bed we However, in the spontaneous cases, in which 
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grams of woman aged 62 


with 
myxoedem 


a shows 


post-thyroidectomy 
com- 


bined effects of left ven- 
tricular predominance due 
to hypertension and myx- 
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Fic. 7. Electrocardiograms of 
woman aged 73 with spontaneous 
myxoedema. Left tracing shows T 
inversion in all leads; middle tracing, 
taken after five weeks on thyroid 


oedema. Tracing on right hormone, shows normal appearances, 
taken after eight weeks except that T is rather low. Right- 
treatment with thyroid hand tracing, taken four weeks after 
hormone shows _ only stopping thyroid, shows reversion 
slight changes of left ven- almost to the original abnormal 
tricular predominance pattern. 


hypertension has often been present for many 
years, there will also be a left ventricular 
predominance pattern. It is generally accepted 


that the curve shows a slow rate, a low voltage. 
and in particular a flattening of the T wave. 
Exceptions to this are that, in the younger milder 
cases which are met with after they have had 
antithyroid drugs, the rate may be in the 
seventies ; while in those with curves showing 
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TABLE II.—Myxoedema (Therapeutic) 
——— ideininanimeenee - a . aan ? — 
Case ‘ B.C.G . 7 Low | Other Heart ; a 
™ Age | Rate | ST T Wave Voltage | Fentuses Size B.P. Treatment Result 
— - ae ee My Leen —S — ——EEE ———_ 
1 60 | 75 Depressed. | Bi. and Yes Sl. + | 150/90 SI. ST depression only left 
| Digitalis-like Neg. | 
2 | 37 | = | Not depressed Flat Reduced - 160/115 High T 
3 39 - : ee Yes Not + | 130/100 Normal 
4 | 65 65 | Depressed. | Neg ee | Sl. + | 125/80 V. sl. ST depression 
| P - | Digitalis-like | | } 
5 . 4 5 Depressed Flat oe } - | -- Normal 
6 | 67 | 70 Not depressed Flat. Neg. U Normal 170/110-»+ 140/100 9 
7 75 | 70 | st ” — Yes | P-R sl. + Sl. + 240/120 “ 
8 a4 j 70 Depressed | Just neg - | Not | 170/100 | E.C.G. normal. Rate un- 
| | | | changed; increased voltage 
9 53 | 68 Not depressed Flat = P-R + | Sl. + _ | T normal 
10 mt @ bis . Low e | Not + - | Normal E.C.G. 
il 36 80 | Depressed - re — | — | ios 
12 59 78 Not depressed ve No Sl. 170/100 
lege nr Bi. = Biphasic. » ini oar agn 
TaBLe IIIl.—Myxoedema (Post-operative) 
— ' - " npn a vate nnittan ‘ — a 
Case | . Dee 7 . | Low Other | Heart | : 
No. Age Rate | ST | T Wave | Voltage | Features | Size B.P. | Treatment Result 
1 73 } 85 Depressed | Pos. | No | Sl. } 220,105 | Thyroid “extract omitted. 
| | | E.C.G. unchanged in 2/12 
2 | 29 68 os } Neg Yes | Not + 130/90 E.C.G. normal after 15/52. 
| | | E.C.G. relapse in 2/52 
3 | 34 85 | Sl.depression | Pos. | Mitral stenosis | + | 145/90 | Died. 24 oz. (680 ml.) 
| | | | | pericardial fluid 
a | @ 65 Neg, | ,, | L.V.P. pattern.| SI | 190/130-+185/115 | Less T inversion, then T pos. 
j | Cholesterol | | | Increased rate and voltage 
| | 317-170 | | 
5 | 18 65 Sore | Heart-block | Not | 115/65-+130/100 | E.C.G. normal apart from 
| | | | P-R 
6 | 2 75 | Normal | No | is | 120/80 Normal—later some relapse 
7 40 95 Sl. depression | Yes } - | 160/110 E.C.G. normal 
| (prev. 170/90) 
L.V.P.=Left ventricular predominance. aa 
TABLE IV.—My xoede ma (Spontaneous) 
Case | E.C.G Low Other Heart Treatment 
No | Age Rate ST T Wave Voltage Features | Size B.P. Result 
1 | 64 62 Depressed | Neg. all | SI. | L.V.P. | +++ | 170/120-+170/85 | Converted to L.V.P. 
| leads | Oedema | -eosl. + | | 
Cerv. vs. + | 
2 | 76 55 Deviated Neg. as in No | SI. 11070 E.C.G. normal in 17 days 
| ant. lat | | 
| infin | | | 
3 | C3 | 68 Sl. depression Neg. Yes Oedema | ~ 110,60 E.C.G. normal. Heart size 
| | } | | normal 
4 } 76 78 Depressed - 90 130'80 P.M. cereb. haem. Pul. emb. 
5* 57 40 th | Flat i SI. oedema : | 120,75 | E.C.G. normal 
6 46 75 Sl. depression - | et | Goitre.Oedema| Not te ”. 
7 69 62-80 Depressed | Neg. | No | Oedema | 265/145-0175 100 | Slight change in T 
8 42 | 6 Not depressed | Low } Yes Exophthalmos | Not 12070 | Increased rate and voltage 
9 44 80 a Flat - 120 80 | E.C.G. normal 
10 | 65 65 Depressed | Neg | gs. | | Sl 130'70-+180/110 | ,, - 
i! 74 78 " wr No | + | 275 160 Rate unchanged ; incr. L.V.P. 
12 | 44 68 Not depressed | Low Yes | Goitre. P-R+| Not 4 13595 Increased T; P-R reduced 
13 | 4 | 6 pa as |} Sl. low | Goitre Not + - Left | | 13085 Increased voltage only 
} | | ~ arc 
| \ | ! si. ' 
14 63 | 90 | Flat si. | jr 230/130 | P. 85. T and voltage in- 
| creased 
15 68 < 60 | SI. depression | Flattened | Yes | 230/85» 205/100 E. “ G. normal; P-R re 
ced 
16 60 60 Isoelectric | Flat | = | P-R 160/105 | P- & reduced: (A. P.C.; rise in 
} | | B.P. L.V. 
17 73 65 | Depressed Neg. No P-R sl | Sl. 225/130-+170 80 | Increased voltage om. rate. 
| pos. Relapse in 3/52 
18 41 | 55 | Not depressed | SI. neg. | Yes Not 140/100-+125/70 | E.C.G. normal 
chest only | pulsn. very 
small 
L.V.P. Left ventricular predominance. Cerv. vs. - Cervical veins. A.P.C.=Auricular premature contractions. *Male. 


TABLE V.—Effects of Thyroid Hormone Controls 


Case | . Scent . | Low Other | Heart | . | , . 
No Age Rate | ST T Wave Voltage | Features Size } B.P. Treatment Result 
—_——— | —EE - —— —_ — ———— - - ——ee — _——— ——- -— SF 
1 47 58 Not depressed Pos. SI Cholesterol | SI. | 130/70 Rate 62. Increased voltage, 
| 262-172 in | | especially T. B.P. 120/80 
10 days | 
| y | 
2 | 73 | 80 Yes | Raynaud’s | Not } 170/90 | Raw Rate 80; T only increased 
disease | 
3 66 60 Depressed Flat or pos. ~ Leukaemia o | 110/75 A.F ; 
4 | 54 75 ve eg No Hypertension. | SI. 190/125 Rat te > 90; less ST depression 
Colitis | 
5 77 75 | Yes B.P. Not + | 145'80-+150/75 Rate 84. T more normal 
6 62 48 a No Hypertension . } 230/100 Rate 85. T more norma! 
7 7 50 Sl. depression Old cardiac Sl. 4 | 170/90 Rate 60. V.P.C. T reversal 
| infarction. | and more pos. 
A.P.C. ] | 
8 30 88 m | Pos. » | Goitre Not + 130/85 | Rate 110. More S-T 
| | depreciation. T. less pos. 
9 | 50 | SO Not depressed . ae R+ in V1 . 130/85 | Rate 55; no other change 
' 
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left ventricular predominance there need not be low The effects on the tracing of giving and stopping 
voltage. A mild spontaneous case is illustrated by the | thyroid hormone are illustrated in the case of a woman 
tracing from a woman aged 44 with a goitre (Fig. 1). of 73 with spontaneous myxoedema (Fig. 7). She was 
[he curve shows a rate of 68 a minute, low voltage, and sent with a diagnosis of myxoedema, and, although 
a slight increase of P-R interval, low T waves, especially she was not typical in appearance or demeanour, her 
in the limb leads, and very slight depression of the ST  electrocardiogram showed T inversion in all leads, B.P. 
segments. It is a feature of the myxoedema cardiogram 225/130, heart a little enlarged, and cholesterol 245 mg. 
that the abnormalities are shown in all leads, both limb per 100 ml. Thyroid hormone was given, and after five 
and chest leads, though sometimes more pronounced in weeks the electrocardiogram became normal, the heart 
the one, sometimes in the other. Slight increase in the rate increasing from 62 to 75; the voltage was 


\-V conduction time is not uncommon. After 
four weeks’ treatment with thyroid hormone the 
tracing shows a reduced P-R interval, and 
correction of the ST and T changes, the last shown 
especially in lead V4. 

A negative U wave has been seen once or twice, 
as shown in the tracing from a woman aged 70, 
who developed myxoedema after radioiodine 
treatment for a malignant goitre (Fig. 2). The 
curve became normal after a month’s treatment 
with thyroxine ; it is noteworthy that there is no 
change in the voltage. Heart-block of a higher 
grade than prolonged conduction time was seen 
only once ; this was in a girl of 18 who developed 
hyperthyroidism six years after thyroidectomy for 
toxic goitre (Fig. 3). The three standard limb 
leads and chest leads show the P-R_ interval 
sometimes prolonged; low voltage and T wave 
just negative in all except lead III, where it is flat. 
Another strip of lead I shows 2:1 block which 
produced syncopal attacks. Occasionally the 
effec: on the ST segment and T wave resembles 
that of digitalis, as shown in the tracing from a 
57-year-old man (Fig. 4). The right-hand tracing 
shows a return to normal after treatment. He 
became psychotic, and was in a mental institution 
until it was recommended that he should have 
thyroid hormone, after which his mentality 
quickly became normal. 

In more severe cases, as seen in those arising 
spontaneously or after thyroidectomy, the curve 
may resemble that of an antero-lateral infarction. 
Fig. 5 is a tracing from a woman of 76 with low 
blood pressure (110/70). The pattern resembles 
an antero-lateral ischaemic injury, but after seven 
days’ treatment the curve has become normal. Her 
blood cholesterol fell from 680 to 145 mg. 
per 100 ml. in five weeks. The time taken 
for a tracing to be restored to normal 
depends in part at least on the dose of 
thyroid hormone prescribed, and the time 
in this case was the shortest observed. This 
shows how quickly the abnormal curve can 
be corrected, but it is usually wiser to adjust 
the treatment so that it takes several 
weeks. 

In some cases there was at first a left 
ventricular predominance pattern. This 
might be entirely restored to normal or 
partially corrected. Fig. 6 shows correction 
of T inversions, but a wide slurred QRS and 
slight ST deviations persist. In a few cases ‘ 





there was correction of some T inversions, 
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Fic. 8.—Photograph of woman Fic, 9.—Chest x-ray film of patient 
aged 64 with spontaneous shown in Fig. 8; great cardiac 
myxoedema enlargement. 


























Fic. 10. — Photograph of Fic. 11.—Chest x-ray film of patient 

patient shown in Fig. 8 after shown in Fig. 10 taken at same 

five weeks’ treatment with time; great reduction in heart size. 
thyroid hormone. 
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but an increase occurred in others, thus 
leaving a more ordinary left ventricular 
predominance pattern. The T-wave reversal 
can occur with no change in heart rate and 
little change in voltage. 


Fic. 12.—Chest x-ray film of patient Fic. 13.—Chest x-ray of patient 


with mitral stenosis. shown in Fig. 12 taken when 
myxoedema had developed after a 
therapeutic total thyroidectomy ; 
great increase in cardiac silhouette 
due to pericardial effusion. 
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unchanged ; the B.P. had fallen to 170/95; and the 
cholesterol was 210 mg. per 100 ml. However, the 
patient did not feel so well. Treatment was then 
stopped, and after four weeks the tracing had returned 
almost to its original normal pattern, the B.P. had risen 
to 210/105, and the cholesterol to 300 mg. The patient 
felt better for a time but then deteriorated ; she finally 
improved on a smaller dose of thyroid. 

The blood pressure, especially the diastolic, was 
slightly raised in mild cases. In the severe spontaneous 
cases it was very high in one half. Nearly always it fell 
to near normal as the myxoederna was corrected by 
thyroid hormone. The possibility that the disappearance 
of the  electrocardiographic abnormalities under 
treatment could be due to fall in blood pressure might 
be put forward. This cannot be accepted, however, 
because the T-wave changes in myxoedema are more 
widespread than in hypertension ; they can be corrected 
very much more quickly than in primary hypertension ; 
and, moreover, they revert just as readily when an 
initially low blood pressure rises with treatment. 

To test the effect of thyroid hormone on _ the 
electrocardiogram of patients with normal thyroid 
function, nine subjects were given triiodothyronine in 
doses of 40 to 90 ng. daily. The results are given in 
Table V. In those with a left ventricular predominance 
pattern there was some lessening of the depression of 
the ST segment and increase in the voltage of T ; there 
were similar effects on the tracings of two patients with 
old coronary thrombosis. In one with a normal tracing 
thyroid hormone had no effect beyond a slight increase 
in rate. These effects are in keeping with the usual 
high T voltage in toxic goitre, for when thyroid 
hormone is given to a _ subject whose thyroid is 
functioning normally a mild degree of hyperthyroidism 
is produced. This raises the T wave and, with it, lessens 
the depression of the ST segment. The changes are, 
however, trivial in comparison with what occurs in 
myxoedema using the same dose of hormone. 

Arrhythmia.—Abnormal rhythms are conspicuously 
absent. Apart from heart-block, the only one recorded was 
an occasional extrasystole, either ventricular or auricular. 
While an excess of thyroid secretion promotes auricular 
fibrillation, lack of this seems to prevent it. 

Heart Size-—There was no enlargement in 14 out of 
36 cases. However, pulsation was small even in these. 
Enlargement when present varied from slight to very 
great. Its amount was not always proportional to the 
severity of the hypothyroidism as judged by clinical, 
cardiographic, blood pressure, or cholesterol findings. 
It is probable that great enlargement is always due to 
pericardial effusion (Figs. 8 to 13). This is suggested 
by the shape of the very large heart and by the rapid 
Shrinkage with treatment; as the face and body lose 
their puffiness the heart goes down at the same time. 

Simulation of Congestive Heart Failure.—In a severe 
case with cardiac enlargement there is pitting oedema 
of the feet and legs and engorged cervical veins. Yet 
the x-ray picture of the lungs does not show congestion, 
and the patient can lie flat in bed and walk at her 
ordinary slow pace without dyspnoea. There are usually 
no cardiac murmurs, the pulse rate is slow, and digitalis 
is of no value. It is probable, therefore, that there is 
no congestive failure, the oedema and cervical vein 
engorgement being accounted for by anaemia, fluid 
retention, immobility, and pericardial effusion. There 
was no instance of cardiac pain before treatment was 
Started, and in the two necropsies obtained the coronary 
arteries were entirely free of atheroma. 
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Androgen therapy can be given by injection using single 
esters of testosterone such as the propionate, phenyl- 
propionate, or oenanthate, or mixtures of esters such 
as the propionate, valerianate, and undecylenate; by 
injection of microcrystalline suspensions of testosterone 
or of testosterone isobutyrate ; and by implantation of 
pellets of fused testosterone or testosterone propionate. 
Treatment can thus be planned to give temporary high- 
level doses with an injection every three to four 
days, or a long-lasting action for three to four weeks, 
using the oenanthate. After implantation, continuous 
absorption of small amounts of hormone will last for 
three to six months. 

However, oral therapy is efficient, simple, rapid in 
action, and can obviously be stopped at once, if 
necessary. Methyltestosterone was introduced to clinical 
medicine by Foss in 1939, and since that time must have 
been used for its androgenic and protein anabolic effects 
in thousands of cases. 

The effect of methylating testosterone was to protect it 
from deactivation in the liver after its absorption into 
the portal system, whereas free testosterone was largely 
inactivated by the liver. 

By using the route of oral absorption, steroid 
hormones are absorbed through the buccal mucosa, 
when held either under the tongue or between the upper 
lip and the gum. Much of the hormone is then absorbed 
direct into the systemic circulation, thus bypassing the 
liver. When applied in this manner, methyltestosterone 
is, in fact, hardly more effective than by ingestion (Foss, 
1956). Testosterone is of little value when swallowed, 
but is effective by buccal mucosal absorption (Escamilla 
and Gordan, 1950). 

The metabolism of testosterone and methyltestosterone 
is different. Both hormones are powerfully anabolic 
and androgenic, but after mucosal absorption in the 
mouth testosterone produces an increased excretion of 
17-ketosteroids, but has no effect on the excretion of 
creatine in the urine. Methyltestosterone, however, 
does not materially alter the excretion of 17-ketosteroids, 
but it does cause creatinuria. 

Creatinuria can be produced also by other methylated 
steroids such as methylandrostenediol and methylandro- 
stanediol. Methyltestosterone causes an _ increased 
excretion of glycocyamine along with creatinuria, 
which suggests that the synthesis of creatine is increased 
(Dorfman and Shipley, 1956). Samuels, Sellers, and 
McCaulay (1946) believe that the kidney is the primary 
site of action of methyltestosterone on creatine 
metabolism. In severe liver disease methyltestosterone 
was able to produce increased quantities of creatine, 
but this was not possible in nephrosis. 

From the practical point of view, patients who have 
to continue substitution treatment for many years dislike 
the sublabial route. Designed for slow absorption, the 
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tablets may in fact last from one to several hours in 
the mouth, and their unpleasant taste sometimes causes 
nausea. Thus methyltestosterone is generally to be 
preferred, as it is almost as effective when swallowed, 
unlike testosterone, which is relatively useless by 
ingestion. 


Cases of Jaundice Attributed to Methyltestosterone 


Eight years after its introduction to clinical medicine, 
Werner (1947) suggested that methyltestosterone might 
cause jaundice in some patients, and reported four cases 
showing this apparent complication, in one of which 
jaundice did not recur after a retrial of the drug. There 
was a protracted clinical course with bile in the urine, 
and pale stools, the flocculation and turbidity tests were 
negative, and the alkaline phosphatase was low. In this 
preliminary account he quoted six other cases, reported 
to him by other doctors, but in only one of these had 
methyltestosterone been given again, and it was then 
followed by recurrence of jaundice. Other reports 
followed. Kinsell (1948) mentioned that in his 
experience methyltestosterone had occasionally resulted 
in jaundice and that this was not known with 
testosterone or testosterone propionate therapy. Without 
giving further details, he stated that the use of 
methyltestosterone should be contraindicated in patients 
with liver disease. He was later reported to have seen 
four cases (Brick and Kyle, 1952). 

Werner, Hanger, and Kritzler (1950) published seven 
cases of jaundice following treatment with methyl- 
testosterone for periods of eight days to five months. 
In all these cases there was considerable bilirubinaemia, 
negative flocculation tests, and normal or slightly raised 
alkaline phosphatase. In some of the patients the liver 
was palpably enlarged, and biopsies showed the same 
picture of the bile canaliculi in the central zones dilated 
and plugged with bile pigment, and there was minimal 
or no liver-cell damage. The bile ducts were not dilated 
and contained no bile. None of these cases had received 
blood or plasma or had been exposed to any other 
hepatoxic agent. In three of these cases, however, there 
was no recurrence of jaundice after it had disappeared, 
when methyltestosterone therapy was resumed. 

Thorn, Forsham, Frawley, Hill, Roche, Staehelin, and 
Wilson (1950) quoted another case of jaundice following 
methyltestosterone which was treated with corticotrophin 
with some subjective improvement but no benefit to 
liver function. 

Brick and Kyle (1952) reported two cases and one in 
an addendum. The first of these showed positive 
flocculation and turbidity tests, and a moderate rise in 
alkaline phosphatase. The second case showed negative 
flocculation tests and moderately elevated alkaline 
phosphatase, and the biopsy picture was similar to that 
found in the cases described by Werner er al. (1950), 
although there was also some liver-cell damage. The 
third case was similar. 

Wood (1952) described another case after two 
months’ therapy with methyltestosterone. The clinical, 
biochemical, and histological findings were identical. 
and electrophoretic studies of the serum proteins showed 
a y-globulin-2 fraction below the normal value, unlike 
that seen in viral hepatitis, where the value is elevated. 


Almaden and Ross (1954) reported the case of a 
woman aged 45 with Sheehan's syndrome who 
developed jaundice after 178 days’ treatment with 
methyltestosterone (3.36 g. in 230 days). The same 
biochemical and histological picture was seen. 


Following these reports of jaundice which appeared 
to implicate methyltestosterone, and since it was stated 
that testosterone was completely free from such toxic 
effects, some pharmaceutical literature gave this as a 
reason for discontinuing methyltestosterone therapy and 
substituting sublabial absorption of testosterone instead. 
It was also claimed that it was as effective by this route 
as when parenterally administered as esters. 

In a fairly extensive use of methyltestosterone since 
1939 with doses of 5-150 mg. daily for prolonged periods 
up to ten years, it so happens that we have encountered 
only one instance of jaundice which might possibly have 
been attributed to methyltestosterone (Foss and Simpson, 
1957). 

Since, for practice purposes, it would be a pity to 
withhold the use of methyltestosterone unless _ its 
association with jaundice was proved to be a direct 
sequence and not merely coincidental, we felt we should 
try to ascertain whether any other physicians had noted 
this association. Following letters to the Lancet, 
British Medical Journal, and Journal of the American 
Medical Association (Foss and Simpson, 1956a, 1956b, 
1957), we received information about 13 further cases 
in which there appeared to the observer to be an 
association between the taking of methyltestosterone and 
the appearance of jaundice. More recent reports have 
also been published, and Koszalka (1957) described the 
first death. 

The patient, a man aged 60, had had jaundice in 
childhood, and had lost much weight after an abdomino- 
perineal resection for carcinoma of the rectosigmoid. He 
was given 10 mg. of methyltestosterone three times daily 
for its protein anabolic effect. After six weeks he 
developed jaundice, and two months after its onset died, 
with progressive dehydration and metabolic acidosis. The 
liver showed no evidence of carcinoma, and there was some 
degeneration of the liver cells in the central parts of the 
lobules associated with numerous intracanalicular plugs 
of bile. The unusual degree of central hepatocellular 
degeneration and atrophy was attributed to terminal 
changes. 

Furman, Howard, Norcia, and Keaty (1958), in a 
study of the effects of androgens on the serum lipids 
and lipoproteins, mention the case of a male who 
became deeply jaundiced during a ‘course of 
methyltestosterone. This cleared on stopping the 
hormone and did not recur when a second course was 
given. 

This makes a total of 42 cases, the essential details 
of which are shown in the Table. It is unlikely that the 
two cases showing primary biliary cirrhosis and one 
with liver metastases were directly attributable to 
methyltestosterone. 

Other experienced observers have, however, never 
seen a case of jaundice following methyltestosterone 
therapy (Gordan, 1956; Palmer, 1957; Spence, 1958 ; 
Bishop, 1958 ; Greene, 1958 ; Swyer, 1958). 

In the cases described, the onset of jaundice varied 
from eight days to a year after starting treatment, but 
usually began after about three to four months. Some 
patients had been taking as little as 10 mg. daily, and 
others as much as 100 mg. daily. There does not seem 
to be any relationship between the size of the dose and 
the latent period before the onset of jaundice. It has 
not been reported in children and there are only two 
cases (in patients aged 15 and 17 years) below the age 
of 24, and the oldest was a man of 74. 

The clinical picture was that of anorexia and nausea, 
listlessness and lethargy, and upper abdominal 
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discomfort, followed a few days later by vomiting and 
jaundice, of slight to moderate intensity, with bile in the 
urine and pale stools. Sometimes urobilin was detected. 
In early cases the patients were thought to have an 
obstructive jaundice and some were submitted to 
laparotomy. There were no reports of pyrexia. 
When methyltestosterone was withdrawn the jaundice 
cleared in some cases in a few days, but in others it 
lasted one to three months, again without any relation 
to dosage. In three cases of Werner et al. there was no 
recurrence after giving further treatment, but in three 
other cases (Fearnley et al., 1957; Taverner, 1957: 
Higgins, 1957), where methyltestosterone had been given 
for pruritus, the jaundice waxed and waned according to 
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The main biochemical findings were as follows. 
(1) Bilirubinaemia of slight to moderate degree (range 
1.2-37 mg./100 ml.). In one of Oliver’s cases (1956a. 
1956b) blood was not taken till after jaundice of one 
day’s duration had subsided, and the figure was only 
0.9 mg./100 ml. (2) Moderate elevation of the serum 
alkaline phosphatase. The figures are not all 
comparable, as different units were quoted in English 
and American reports. (3) In all except one case, where 
records are available, the thymol turbidity, thymol 
flocculation, colloidal gold, and zinc turbidity tests were 
negative. 

Electrophoretic studies were reported in four cases: 
three were normal, and in the other y-globulin-2 was 








whether this steroid was being given or withdrawn. The below normal. Liver histology was examined in 18 


case of Fearnley er al. had pruritus of pregnancy, and cases. Thirteen of these showed a picture of bile 
those of Taverner and Higgins were both shown to have plugging of the intercellular canaliculi (cholostasis) 
primary biliary cirrhosis at biopsy. Although the onset without any notable inflammatory reaction § or 


In two there was in addition 
in another the liver was full 
carcinoma, and two showed 


parenchymal cell necrosis. 
some liver-cell damage ; 
of metastases from breast 
primary biliary cirrhosis. 


of jaundice occurred during the administration of 
methyltestosterone in these cases of primary biliary 
cirrhosis, it is not fair to claim that this steroid was 
primarily responsible. 


Details of Cases 
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There seems to be little doubt that jaundice may 
follow methyltestosterone therapy, but that this 
complication is rare. Clinically the jaundice is of 
obstructive type with bile in the urine and pale stools. 
Malaise is of varied duration, and sometimes the icterus 
is protracted. In several cases some pre-existing liver 
disease has been recognized, and it would seem that 
methyltestosterone has then precipitated rather than 
caused the jaundice. Methyltestosterone must have 
been given to numerous patients with pruritus associated 
with obstructive jaundice following the report of its 
value by Lloyd-Thomas and Sherlock (1952), and in 
many of these, often with serious liver disease, jaundice 
has been increased, but it has not been regarded as of 
sufficient importance to withdraw therapy. 


Pathogenesis 


The pathogenesis of the condition under consideration 
is doubtful. Wood (1952) wondered whether it is related 
to the known creatinuria associated with therapy with 
methyltestosterone, or whether it is due to defective 
transmethylation or to disturbed hydration of the bile, 
with consequent inspissation of thick plugs in the 
canaliculi. 

Free testosterone or testosterone propionate is not 
believed to cause jaundice, but Hanger (1957) reported 
one case following oral administration of non-methylated 
testosterone, and suggested that it might in some way 
be due to the large amount of hormone in the portal 
blood. Sublabial absorption of testosterone would not 
exclude this, because quite a moderate amount of the 
hormone is bound to be swallowed in the saliva, and, 
further, many of the reported cases of methyltestosterone 
jaundice have foilowed sublabial absorption. 


From the original reports, it seemed that methylation 
of testosterone was a likely factor, although we have no 
knowledge of jaundice following methylandrostenediol 
or methylandrostanolone, and it has not been noted 
with fluoxymesterone (Skillern, 1957). Peters et al. 
(1958) reported the occurrence of jaundice in 2 of 10 
patients during trials of 17-methyl-19-nortestosterone. 
Histologically the appearances were identical to those 
seen after methyltestosterone jaundice. No cases of 
jaundice, however, were reported by Ferin (1956) in a 
similar series. However, Nabarro (1958) has informed 
us of a man who developed jaundice after 14 days on 
17-ethyl-19-nortestosterone (norethandrolone), 50 mg. 
daily, with a serum bilirubin value of 3.4 mg./100 ml. 
and alkaline phosphatase 20 units. This case is perhaps 
complicated by the fact that the patient had been taking 
methyltestosterone up to three months previously. This 
non-methylated anabolic hormone with relatively slight 
androgenicity has of late excited considerable interest. 


At an American conference on the effect of 
norethandrolone on the liver, the opinion was expressed 
that it produced a cholostasis similar to that following 
methyltestosterone therapy and various other drugs, and 
that there was no prima facie evidence of liver-cell 
damage (Popper, 1958). Plum and Dunning (1958) and 
Dunning (1958) reported the cases of two out of seven 
patients with poliomyelitis treated with norethandrolone 
who developed mild cholostatic jaundice after taking 
20 mg. three times daily for 19 and 20 weeks. Venning 
(1958) stated that about a dozen cases of jaundice 
following norethandrolone had been reported to the 
manufacturers. It is probable that, in fact, the incidence 
of jaundice from cholostasis is a relatively much 
commoner complication of therapy with norethandrolone 


than with methyltestosterone. Sherlock (1958) 
abandoned methyltestosterone for relieving pruritus 
associated with jaundice and found norethandrolone 
effective for this (and less androgenic), but it consistently 
produced further elevation of the serum bilirubin in 
these patients. 

Cameron (1958a) states: “ After excluding cases of 
obstruction of the extrahepatic bile ducts, cholangitis of 
medium and small bile ducts, with or without 
pericholangitis, there remain unexplained instances of 
acute and chronic jaundice of hepatic origin. They 
share one constant feature in the form of biliary 
thrombi located in the centrolobular zone and signs of 
biliary canalicular stasis. . . . Liver-cell degeneration is 
not prominent and may even be absent.” Later he 
says: “ Liver-cell damage . . . is not an essential factor. 
for thrombi form regularly during the jaundice 
produced by certain drugs such as toluylenediamine, 
methyltestosterone (Werner et al., 1950), and 
chlorpromazine (Menguy et al., 1955). In none of these 
instances is there definite structural change in liver 
cells.” One must always be cautious in attributing 
jaundice to drugs which have been given to a patient. 
and every effort must be made to eliminate the 
possibility of virus infections. Although usually the 
histological picture of canalicular stasis due to drugs 
shows no associated liver-cell degeneration or necrosis 
and is distinct from that of viral hepatitis, from time to 
time an undoubted case of the latter may show very 
minimal cell infiltration (Cameron, 1958b). 

Although chlorpromazine is a relatively frequent 
causative agent of cholostatic jaundice, modification of 
the side-chains produces a drug of similar pharmaco- 
logical properties — “dartalan,” a phenothiazine 
derivative which appears to be completely free from 
the liver toxicity (Venning, 1958). 

What the causative factor is in all these cases remains 
obscure, but it is evident that methyltestosterone is 
not alone among the potent synthetic androgenic or 
anabolic steroids to produce cholostasis and jaundice. 
Thus, one cannot> postulate that methylation and its 
influence on creatine metabolism can be the responsible 
cause. Dunning (1958), in a report on two cases 
of jaundice after norethandrolone, commented that 
chlorpromazine jaundice usually appears early, and is 
thought to be a hypersensitivity reaction. This is unlike 
that due to methyltestosterone, which occurs usually 
after a prolonged course (three to four months) and 
may not recur when later methyltestosterone is 
reinstituted. 

Liver Function Tests 


Kory, Watson, Bradley, and Peters (1957) reported 
unexpected retention of bromsulphthalein in about 
three-fourths of a series of patients treated with 
norethandrolone. Abnormal dye _ retention was 
considerable (up to 51%); other liver-function tests 
were entirely normal and no clinical signs of liver 
disease appeared. The effect was reversible with 
discontinuation of the drug. Liver biopsies in six 
individuals with high dye retention were normal. 
Heaney and Whedon (1958) found that both 
methyltestosterone and norethandrolone in doses of 
20-100 mg. a day by mouth in 11 patients caused a 
retention of bromsulphthalein and reduced clearance, 
which was not noted after 100 mg. daily of testosterone 
propionate by injection. There was no evidence of any 
other change in liver-function tests during a period of 
7 to 10 days. The bromsulphthalein clearance returned 
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to normal within about 10 days after withdrawing 
therapy. The authors state that there is indirect 
evidence which indicated that the defect involves the 
hepatic excretory mechanism rather than the liver dye 
uptake. 

It has also been shown that 30 mg. daily of 
norethandrolone for six weeks given to six laboratory 
workers produced a consistent and significant increase 
in the level of serum glutamic-oxalacetic transaminase, 
serum lactic dehydrogenase, and serum aldolase, and 
a marked retention of bromsulphthalein in all subjects. 
There was no change in thymol turbidity and cephalin 
flocculation tests and no jaundice (Dowben, 1958). 


Conclusion 


Although jaundice is a rare complication after 
methyltestosterone, there is apparently no evidence of 
liver-cell damage, and recovery of liver function follows 
its withdrawal. Because of the comparative rarity of 
this complication and its apparent transient character, 
we do not feel that there is enough evidence to justify 
withholding therapy with methyltestosterone, especially 
in view of its simplicity and efficiency as an oral 
androgenic and anabolic substance. It is prudent 
not to give this steroid again to a patient who has 


developed cholostatic jaundice during a previous 
course. 
We are indebted to Drs. Fearnley, Tomlinson and 


Balmforth, Hanger, Higgins, Hirsch, Nabarro, Oleesky and 
Munro, Oliver, Palmer, Priest, Skillern, Taverner, and 
Westlake for supplying details of further cases in response 
to our request, and for allowing us to incorporate them in 
this paper; to Dr. G. R. Venning, of Searle Research 
Laboratories, for information about norethandrolone 
jaundice ; and to Professor Sir Roy Cameron and Dr. Sheila 
Sherlock for their helpful criticism. 
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Chronic bronchitis is roughly five times as common in 
Britain as in most industrial European countries and 
ten times more so than in Scandinavia or the United 
States. Economically the cost in lost working days, 
production, and health insurance claims is tremendous 
(Stuart-Harris and Hanley, 1957). 

It is difficult to account for this high prevalence, 
although numerous predisposing factors such as age, 
heredity, sex, climate, atmospheric pollution, and 
smoking have been indicted (Oswald et al., 1953). 
There is wide agreement that bronchial infection is of 
paramount importance, particularly in determining 
whether the disease progresses to the disabling 
irreversible stage (Ogilvie and Newell, 1957). 

Attention has therefore been concentrated upon the 
infective aspect, especially as Mulder (1938), Mulder 
and Goslings (1948), and May (1953a, 1953b, 1954) have 
demonstrated that Haemophilus influenzae can be found 
in the sputum of up to 90% of chronic bronchitics. 
The pneumococcus comes next in frequency. Other 
pathogens are relatively uncommon. These organisms 
are rapidly reduced in number by treatment with 
suitable antibiotics, but they promptly re-establish 
themselves afterwards (May, 1953b). 

Elmes et al. (1953) found short courses of various 
antibiotics only slightly and transiently effective, but 
they subsequently reported considerable benefit from a 
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week’s course of oxytetracycline given at the onset of an 
exacerbation of infection (Elmes ef al., 1957). Others 
have tried long-term tetracyclines prophylactically 
(Finke, 1954; Helm et al., 1956; Moyes and Kershaw, 
1957), but side-effects, expense, the risk of super- 
infection, and, as Naish (1957) pointed out, the danger 
of spreading antibiotic-resistant organisms through the 
community constitute serious objections to this type of 
therapy. 

Chis unsatisfactory situation has led to further 
consideration of the immunological state of the 
bronchitic harbouring H. influenzae. It has been found 
by May (personal communication, 1956) and by Nicol 
Roe (1957, personal communication) and confirmed in 
the present investisation that many chronic bronchitics 
show briskly positive skin reaction to H. influenzae 
antigens, suggesting that they are in a state of 
hypersensitivity. Although the exact relationship 
between this organism and the bronchitic process is still 
not clearly defined, it seems reasonable to postulate that 
hypersensitivity might play a part in the inflammatory 
reaction characteristic of the disease. 

[he possibility thus arises that these patients might 
benefit from a graded course of H. influenzae vaccine, 
the object being to desensitize rather than to immunize 
them. With this in mind Edwards et al. (1957) used an 
autogenous H. influenzae vaccine along with oxytetra- 
cycline or a sulphonamide, but the result was negative. 

We now report a larger trial designed to assess the 
value of a specially prepared stock H. influenzae vaccine 
in two industrial populations. 


Organization of Trial 

At the end of October, 1957, the management of the 
Stanton Ironworks Company Limited approved a trial 
of H. influenzae vaccine at (a) Stanton Ironworks, near 
Nottingham, employing 5,600 men, with a whole-time 
medical officer, visiting consultant chest physician, and 
*-ray apparatus: and (5) Holwell Ironworks, near 
Melton Mowbray, employing 1.600 men and visited by 
the doctor from Stanton. 

“Men with winter coughs and bronchitis” were 
invited to volunteer “for a course of injections or 
tablets which, it is hoped, will reduce the amount of 
chest trouble they experience during the coming 
winter.” The rather odd wording of this appeal was 
due to our knowledge that many men attribute their 
symptoms to smoking or environmental conditions and 
deeply resent any suggestions that they have bronchitis. 

In the interests of speed, volunteers were merely 
interviewed singly or in groups at this stage so as to 
exclude those who had had antibiotics during the 
preceding two months and any with negligible 
symptoms. Unfortunately several genuine cases had 
been given antibiotics in the recent epidemic of Asian 
influenza. 
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Criteria for Diagnosis 


In order adequately to evaluate the benefit derived 
from the vaccine it was necessary to know the relative 
numbers of severe, mild, and non-bronchitics in the 
group. As the trial proceeded each man was studied 
from various standpoints. 


History 

The following definitions of chronic bronchitis have 
been given. (1) Higgins et al. (1956): “ The constant 
production of phlegm and one or more chest illnesses 
during the past three years.” This implies confinement 
to the house, which means absence from work unless 
the illness occurs during a holiday or off-duty period. 
We feel that absence from work with chronic bronchitis 
depends upon the patient’s social and economic 
circumstances, his means of transport, the type of work 
he does, and the therapeutic preferences of his doctor, 
even more than on his medical condition. 

(2) Ogilvie and Newell (1957): “ Cough with sputum, 
persistent through the winter or throughout the year, 
in the absence of other causative respiratory disease. A 
minimum duration of two years.” 

(3) Stuart-Harris and Hanley (1957) and Oswald 
(1958) regard breathlessness as important. We feel that 
this definition is too strict, because as a rule the 
condition is in an advanced and irreversible stage by 
the time the patient is referred to a chest clinic. Many 
men tolerate cough and sputum for years without 
seeking advice, even if they are attending their general 
practitioner for other reasons. Sometimes those with 
minimal symptoms have maximal disease as judged by 
radiographs and lung-function tests. 

Table I shows the influence of these criteria on 
diagnosis. 

TaBLe I.—Diagnosis of Bronchitis by Different Standards (Based 
Upon Answers to Questionaries) 
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Standard Ironworks Ironworks Total 
Adopted ey Ve — — i — 
No. % No. | No. y 4 
Ozilvieonly  ..| 69 | 307] 32 | 31-4] 101 30-9 
Higgins + Ogilvie 120 53-3 51 50 171 §2-3 
Not bronchitis 36 16-0 19 18-6 55 16-8 
‘Total | 225 | 1000] 102 | 100 327 100 
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This table refers only to those volunteers whose questionaries were 
completed 

Questionaries were completed by one observer 
(R. N. W.) for all volunteers except a few who had 
already been excluded and some who could not under- 
stand English. Questions related to cough, sputum, the 
duration of symptoms, wheeze, chest illnesses, dyspnoea, 
the effects of weather, colds “ going down to the chest,” 
nasal catarrh, and smoking (Table I). The following 
points are of particular interest. 


Taste Il.—Prevalence of Respiratory Symptoms—Stanton and Holwell Combined (Duration of Symptoms not 
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Presence of Cough and Sputum.—Many volunteers 
had difficulty in giving a straight “ Yes” or “ No” in 
answer to questions. Some men with sputum never 
cough, merely “ hawking the phlegm up.” Others in 
dusty occupations only have symptoms whilst at work. 

Duration of Cough and Sputum.—Where symptoms 
had existed for less than three years the duration given 
by the volunteers was probably accurate. Beyond three 
years most volunteers had only a very vague idea of the 
precise year of onset, except where it could be related 
to the date of their demobilization from the Forces. 
For this reason the duration was usually entered in 
multiples of five years. 

Wheezing.—So many men obviously failed to under- 
stand the meaning of “wheeze” that this question 
appeared valueless. 

Chest Illnesses —Volunteers were asked how many 
chest illnesses they had had in the last three years which 
had kept them in bed, off work, or indoors. For this 
purpose “ ‘flu’ was regarded as a chest complaint. At 
Holwell Ironworks an attempt was made to cross-check 
these histories with the absentee cards in the Labour 
Office. After making due allowance for discrepancies 
attributable to an inadequate diagnosis (such as 
“ illness”) and illnesses which occurred in off-duty 
periods it was reckoned that in 72 of 101 cases the 
history of chest illnesses given by the volunteer was 
reasonably accurate, in 23 cases the duration or 
frequency of the spells of absence had been overstated, 
and in six cases it had been underestimated. 

Dyspnoea.—Of the five grades of dyspnoea adopted 
by the Pneumoconiosis Research Unit only grades 2, 3, 
and 4 were utilized (Table III) (grade 1 relates to 
dyspnoea only on severe exertion, and grade 5 to such 
severe dyspnoea that the patient cannot come to work). 


TABLE III.—Prevalence of Dyspnoea in Different Degrees of 


























Bronchitis 
Standard No Dyspnoea| Grade 2 Grade 3 Grade 4 
Adopted — Total 
No. | % |Nol % No|| % | No. % 
Ogilvie . . 77 76-2 | 17 | 16-8 3 3 a 4 101 
Higgins + Ogilvie | 108 63-2 | 31 | 18-1 25 | 14-6 7 4-1 171 
Not bronchitis 43 78-2 10 | 18-2 | — 7 2 3-6 55 
































Smoking Habits —29 men (9.1%) had not smoked 
within the previous 15 years ; 130 (40.5%) had changed 
their smoking habits significantly during that period. 


Clinical Signs 
Owing to the unreliability of clinical signs volunteers 
were not examined. 


Radiological Appearances 

100-mm. chest radiographs were taken of all 
volunteers at Stanton Ironworks. At Holwell Ironworks 
recruitment was limited to those who had been 
examined a few weeks earlier by the mobile mass radio- 
graphy unit. The group therefore included no cases of 
active tuberculosis or carcinoma, but it is possible that 
a few men had asthma or bronchiectasis. 

Simon (1956) attempted to place the radiographical 
diagnosis of emphysema on a sound scientific basis by 
insisting upon changes in the appearances of the 
diaphragm and cardiovascular structures and possibly 
the presence of bullae. In our opinion this is too 
strict. The chest physician has the advantage over the 
radiologist in that by both examining the patient and 
interpreting his film he gradually comes to know the 
appearances which fit with the clinical findings of 
emphysema. On the other hand, there is the danger of 


reading the film with a mind already prejudiced by the 
results of physical examination. Bias acquired in this 
way cannot reasonably be said to apply when, as in 
this trial, the films were read without examining the 
patients. The main radiological criteria of emphysema 
which we adopted were first and foremost the pattern 
of the lung markings, the recognition of which is largely 
subjective and a matter of experience, then the shape 
of the thoracic cage, diaphragm, and heart, as described 
by Simon. 

Blind re-scrutiny of all 100-mm. films at the end of 
the trial demonstrated that radiological diagnosis was 
reliable in the severe cases, but not in milder degrees of 
emphysema. 

Lung-function Tests 

Ventilatory capacity was measured by recording the 

volume of air expelled in the first 0.75 second of a 


TaBLe [V.—Indirect M.B.C. (litres/minute) and Sitting Height 








Age (Years) No. in Group Mean M.B.C. Mean Sitting Height 





15- 7 145 363 in. (92 cm.) 
25- 66 126-6 354 ,, i 
35- 84 108-3 354 ,, (89-5,, ) 
45- 88 92:3 SS Gea } 
$$. 59 71-8 | 334 ,, (845,, ) 
65+ 6 62-5 344 ,, (87°5,, ) 





TABLE V.—Relation of Grade of Dyspnoea to Indirect M.B.C. 


Mean Indirect M.B.C 





Grade of Dyspnoea No. in Group 





2 58 77 
3 28 60-5 
4 13 $2-5 








forced expiration, using a modified Gaensler apparatus. 
The mean of three readings was taken in the standing 
posture after two practice attempts. 

Results have been expressed in litres/minute as the 
indirect maximum breathing capacity (indirect M.B.C.). 
Table IV shows the steady decline in ventilatory 
capacity with age. In the 55-64 age group 15 (25.4%) 
had a reading of less than 50 litres a minute. Table V 
shows that increasing dyspnoea is matched by a 
reduction in the mean indirect M.B.C., but except in 
advanced cases there was no correlation between the 
indirect M.B.C. and the appearance of the chest x-ray 
film. 

Classification of Volunteers 

On the results of the questionary volunteers were 
classified according to the definitions given (Table J). 

It will be seen that, taking the two works together, 
55 (16.8%) of the volunteers were not bronchitic, 101 
(30.9%) satisfied Ogilvie’s criteria, and the remaining 
171 (52.3%) satisfied both Ogilvie’s and the stricter 
criteria of Higgins. X-ray findings confirmed the 
diagnosis in about half the cases at Stanton. 

The “non-bronchitics” all had symptoms of some 
kind, but these were either too mild or of too short a 
duration. 

Composition of the Group 

Volunteers included all grades of management, skilled 
and unskilled workers employed in the company’s coke 
ovens, blast furnaces, foundries, concrete plants, farms, 
transport department, and offices. The results should 
not therefore be taken as typical of any particular 
occupation or social class. Ages ranged from 17 to 
71 years. 

Preliminary Investigations 

Skin Sensitivity Tests —These were performed and 
read by the medical officer or State-registered nurses in 
mid-December. 0.05 ml. of H. influenzae antigen, 








266 JAN. 31, 1959 





CHRONIC BRONCHITIS IN INDUSTRY 


BrItIsH 
MEDICAL JOURNAL 





0.05 ml. of a control, and 0.05 ml. of mixed antigen 
were injected intradermally in the forearm. As this was 
done at work the result had to be observed next day. 
A positive reaction was regarded as one with an area 
of erythema exceeding 10 mm. in diameter ; anything 
less was negative. As shown in Table VI 79.3% of 
volunteers had positive reactions to H. influenzae at 
Stanton and 79.6% at Holwell. 


Taste VI. —Result of Initial Skin Sensitivity Tests 








Stanton Holwell 
Ironworks Ironworks Total 
No. % No. % No. % 





Positive to H. 
influenzae only 152 65-5 60 58-3 212 
Positive to mixed 











antigen only . 2 1 0-9 3 0-9 
Positive to both 32 13:8 22 21-3 54 | 
Negative to both 46 20 19-4 66 19- 

legative to 

Total 232 103 335 




















Agglutination Titres —Samples of venous blood were 
taken from about 10% of volunteers and titrated against 
a standard H. influenzae cell suspension. The results 
showed the dilution of scrum which would just cause 
agglutination of the test organism. 

Sputum Smears.—One specimen of morning sputum 
was requested from each volunteer. They were stained 
by Gram’s method in parallel with smears of sputum 
from healthy individuals to which H. influenzae cells 
(from cultures) had been added. The latter served as 
identification standards. H. influenzae was found in 
24.9% of samples. 


Courses of Treatment 

After the skin-sensitivity tests had been read alternate 
volunteers were allocated to injection or control groups. 
As it was considered ethically unjustifiable to subject 
half the volunteers to a strenuous course of useless 
injections the control group was given tablets containing 
3 mg. of aneurine hydrochloride in bottles labelled 
“special vitamin tablets. One to be taken every 
morning.” 

The H. influenzae vaccine contained 1,000 million 
bacterial cells per ml. The dose depended upon the skin 
sensitivity tests. Where there had been a positive 
response to //. influenzae the dose schedule was: 0.2, 
0.4, 0.6, and 1 ml. twice weekly, then 1 ml. monthly 
until March. Negative reactors were given 0.4, 0.6, and 
1 ml. twice a week, then | ml. monthly until March. 

The trial was stopped at the end of March. Skin- 
sensitivity and blood tests were repeated. Specimens of 
sputum were sought from those with H. influenzae in 
their original specimen and from a number of others. 


Results 

Cases Withdrawn from the Trial.—Volunteers were 
withdrawn if they received antibiotics for any reason 
(18 cases), were absent so long as to interfere with the 
course (9 cases), or left the company (6 cases). Twelve 
volunteers withdrew at their own request because of 
the alleged ill effects of vaccine or tablets. Three others 
were withdrawn for various reasons. 

Alleged Ill Effects of Treatment—Of the four in the 
tablet group who withdrew because of alleged ill effects 
one complained that the tablets made his chest so tight 
that he could hardly breathe; the others had general 
complaints such as headache. A few men remarked that 
the tablets had made them gain weight. Eight men receiving 
vaccine withdrew because of painful reactions at the site 
of injection or influenza-like symptoms. Of those who 


survived the full course of injections, 30% admitted having 
ill effects. About half of them complained of local pain 
or swelling, whilst the other half had had “slight attacks 
of ’flu” or the symptoms of a severe cold lasting up to 36 
hours after injections. There was no significant difference 
between the effects of a commencing dose of 0.2 ml. and 
one of 0.4 ml. 

Subjective Improvement.—All remaining volunteers 
were asked whether the course of treatment had been 
worth the effort involved. Care was taken to point out 
to them that we were primarily concerned with cough 
and sputum, not with the incidence of colds. Those 
who reported only a slight improvement, or very 
doubtful benefit, were classed as “not improved.” 
Taking the volunteers as a whole—regardless of their 
degree of bronchitis—116 (76.7%) of 151 in the injection 
group felt that the treatment had been well worth while. 
compared with 101 (73.2%) of 138 in the tablet group. 
This suggests that a large number of people respond to 
careful individual consideration of their cases, regardless 
of the remedy. In both groups there were some men 
who reported really dramatic amelioration of symptoms, 
as demonstrated by their ability to take part in dances 
or to walk to work in deep snow. Several volunteers 
requested further supplies of tablets or another course 
of injections next winter. The results in men with 
undoubted bronchitis as diagnosed by questionaries, 
lung-function tests, and radiographs showed no 
difference from those of the volunteers as a whole. Some 
men who reported improvement following injections 
subsequently said that their condition deteriorated two 
or three weeks after the end of the course. 

Loss of Working Time.—At the end of the trial the 
absentee cards of all volunteers who had reported a 
chest illness in the preceding three years were reviewed 
to see how many spells of absence had occurred in 
January, February, and March, 1958. It was found that 
there was no significant difference between the injection 
and tablet groups at either works (Table VII). 


Taste VII.—Effect of Treatment on Absence Due to Chest 








Illnesses 
Injection Group Tablet Group 
No. in No. of these No. in No. of these 
Standard of Group Men who Group Men who 


Bronchitis Adopted| who had a Survived who had a Survived 
Chest [liness | Trial Period | Chest IlIness | Trial Period 
in Preceding without in Preceding without 

3 Years Chest Iliness 3 Years Chest Illness 


Higgins + Ogilvie 84 68 (80.9%) 60 49 (81-7%) 
Not bronchitis 12 8 (66-6) 23 19 (82-6%) 

















Radiographs.—It was assumed that no radiological 
improvement would be Observed, so radiographs were 
not repeated at the end of the trial. 

Lung Function Tests——There was no correlation in 
either group between changes in ventilatory capacity 
and subjective improvement or deterioration. Of 
volunteers tested at the beginning and end of the trial, 
7.2% rose by more than 10% and 17.9% fell by more 
than this amount. 

Clearance of H. influenzae from Sputum.—The course 
of injections was no more effective than the tablets in 
clearing H. influenzae from the sputum. Of the 47 cases 
in which H. influenzae was present at the start of trial 
the examination was repeated in 38, of whom 32 showed 
no H. influenzae at the second test. 

Alteration in Ageglutination Titres—There was a 
tendency for titres to fall in both the injection and 
control groups. This supports the report of Faunce 
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(quoted by Oswald, 1958) that autogenous vaccines did 
not influence the titres in a small series of cases. Of the 
21 men from whom blood was taken on both occasions 
only one did not report any benefit. He had received 
injections and his agglutination titre had fallen from 
1/160 to <1/10. 

Alteration in Skin-sensitivity Reaction—There was 
no significant change in either group. 

If volunteers are considered according to their degree 
of bronchitis it is found that the proportion of 
non-bronchitics with a positive response to H. influenzae 
at the first test is 48 out of 56 (85.7%) compared with 

79.6% in volunteers as a whole. This confirms the 
findings of May and Faunce (1958, personal communi- 
cation) who, using a _ phenol-killed suspension of 
H. influenzae, found many positive reactors among 
non-bronchitics. 

Discussion 

The late start to this trial was unfortunate in that 
not only were a large number of genuine cases 
unacceptable because of antibiotics administered during 
the epidemic of Asian influenza, but some others had 
begun their annual prophylactic course of antibiotics. 
Obviously any attempts to desensitize patients to 
H. influenzae should be completed by September, before 
the autumn and winter recrudescences occur. 

When subjected to closer study the trial groups were 
found to contain many with mild symptoms. It was 
not possible to undertake a comprehensive investigation 
on account of the numbers involved. A more intensive 
study of a small group of severe cases, including 
complete clinical sputum and _ electrocardiographic 
examinations, might have been more profitable, and the 
bacteriological and immunological data obtained might 
have helped to elucidate the role of H. influenzae in 
chronic bronchitis. 

The amazing co-operation and perseverance shown by 
the volunteers, in spite of a high percentage of minor 
ill effects, was the most outstanding feature of the trial, 
and demonstrates very clearly the working-man’s fear of 
bronchitis and his willingness to undergo any attempt at 
prophylaxis—with the notable exception of attempts to 
convince him of the evils of cigarette smoking. 

The dosage of vaccine used was arbitrarily chosen 
because of lack of previous experience, but the 
frequency of minor ill effects indicates that this dosage 
is about the upper limit of this particular preparation 
that could be tolerated. 

Assessment of results was rendered difficult by the 
lack of any satisfactory criterion of improvement. 
Subjective assessments were unreliable, as shown by 
the improvement claimed by the control group. 
Absenteeism might have been more helpful under more 
favourable circumstances. The only yardstick available 
was the indirect M.B.C., which not surprisingly showed 
no advantage for the vaccine. 

Even when all the unsatisfactory features of the trial 
are taken into account it would appear that, in a sample 
of this size, some advantage should have been 
demonstrated if the vaccine had been able to give any 
useful degree of protection against exacerbations of 
chronic bronchitis. 

Summary 

\ trial is reported of injections of a specially prepared 
H. influenzae vaccine in a group of male factory 
workers, with a view to reducing the incidence of 
relapses of chronic bronchitis during the first three 
months of 1958. No evidence was gained to suggest 


that the injections conferred any benefit as compared 
with a corresponding number of control patients. 

It is suggested that, for the present, trials should be 
confined to small groups of carefully investigated 
subjects, so that the effect of such vaccines may be 
related more closely to changes in pathological findings 
and clinical condition. 

We thank the managing director of the Stanton Ironworks 
Company Ltd. for permission to carry out the trial and 
publish the paper, the employees of the company for 
volunteering, the Medical Department staff for the additional 
work involved, and the Medical Department of Messrs. 
Glaxo Laboratories Ltd. for supplying materials, providing 
guidance, and carrying out pathological investigations. We 
would also thank the local general practitioners for their 
whole-hearted co-operation. 


REFERENCES 
Edwards, G., Buckley, A. R., Fear, E. C., Williamson, G. M., 
and Zinnemann, K. (1957). Brit. med, 2 » aon 
Elmes, P. i Fletcher, C. M., and Dutton, A . A. C. (1957). 
Ibid., 1272. 
-—- oy K., and Fletcher, C. M. (1953). rer 2, 903. 
Finke, W. (1954). Antibiot. and Chemother., 4, 319 
Lancet, 


Helm, W af ., May, J. R., and Livingstone, J. L. (1956). 

Higgins, I. rT T., Oldham, P. ~ + - ae A. L., and Gilson, 
J. ay 1956) Brit. med. J., 

May, J. R. (1953a). Lancet, 2, 34. 

— diossey, Ibid., 2, 899. 

—- (1954). Ibid., 2, 839. 

Moyes, E. N., and Kershaw, R. A. (1957). Ibid., 2, 1187. 

Mulder, J. (1938) Acta med. scand., 94, 98. 

—— and arr; W. R. O. (1948). "Ned. T. Geneesk., 92, 3082. 


(1957). Practitioner, 179, 666. 

and Newell, D. J. (1957). Chronic Bronchitis in 
Livingstone, Edinburgh. 
J. (1953). Lancet, 


Lloyd-Luke, 


Naish, J. 

Ogilvie, O. "a. 
Newcastle- -upon-Tyne. 

ame yy C., Harold, J. T., and Martin, W. 


» OD 

—— (1958). Recent Trends in Chronic Bronchitis. 
London. 

Simon, G. (1956). Principles of Chest 
Butterworth, London. 

Stuart-Harris, C. H., and Hanley, T. (1957). Chronic Bronchitis, 
Emphysema, and Cor Pulmonale. Wright, Bristol. 


X-ray Diagnosis. 








SARCOIDOSIS OF THE NERVOUS 
SYSTEM 


BY 


W. B. MATTHEWS, M.A., D.M., M.R.C.P. 
From the Derbyshire Royal Infirmary 


Involvement of the nervous system by sarcoidosis is now 
recognized with increasing frequency. Despite great 
variation in the symptoms and signs many cases present 
a recognizable clinical syndrome. It is the purpose of 
this paper to describe three further cases, to stress the 
features they showed in common, and to attempt an 
assessment of the results of steroid therapy. 


Case 1 

A married woman of 35 was admitted to hospital on 
June 1, 1954, under the care of Dr. D. V. Hubble. Her 
illness had begun four months earlier with pain in the 
lumbar region, soon spreading to the dorsal spine and neck. 
The pain appeared to be relieved after massage, but she 
then developed sensations of numbness in the left thigh, the 
whole of the right lower limb, and both upper limbs. The 
left upper limb felt weak and she experienced tingling in 
the right side of the face, later spreading to the left. These 
symptoms were severe for about two weeks and then 
improved. Six weeks before admission she developed 
swellings of both cheeks that subsided in a week. The right 
side of the face became weak and a few days later she lost 
her sense of taste and of smell. As these symptoms also 
improved she developed difficulty in swallowing and for 
two weeks could take no solid food. She remarked that 
her tongue felt like wood and was difficult to move. Two 
weeks before admission she was swallowing normally but 
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was having difficulty in chewing her food, and she began to 
stagger when walking. 

| saw the patient in consultation on June 3. At that time 
her main complaint was of difficulty in walking, but she 
also complained of slight deafness and of a poor sense of 
smell. On examination there was bilateral anosmia. Both 
optic disks were swollen, but the swelling was of slight 
degree, and the retinae were normal. The right pupil was 
widely dilated and did not react to light or on convergence. 
There was no conjunctival injection or other evidence of 
iritis, no external ophthalmoplegia, and no sensory loss on 
the face or weakness of jaw muscles. There was bilateral 
facial weakness, more pronounced on the right, and bilateral 
moderate nerve deafness. Sense of taste was intact and 
there was no weakness of the tongue or palate. Flexion of 
the neck was very weak, with little contraction of the 
sternomastoid muscles. 

No abnormality was found in the upper limbs, but there 
was marked proximal weakness of the lower limbs. The 
knee-jerks were absent, the ankle-jerks normal, and the 
plantar reflexes flexor. Scattered and ill-defined areas of 
hypaesthesia were present on the trunk and lower limbs, but 
deep sensation was normal. 

A rash was present on the buttocks. This consisted of 
dark red, slightly tender raised areas approximately 2 cm. 
in diameter, resembling the lesions of erythema nodosum 
except for their location. 

The patient was afebrile and the E.S.R. was 8 mm., rising 
to 37 mm. three weeks later. The C.S.F. was under normal 
pressure and contained 3 polymorphonuclear leucocytes and 
3 lymphocytes per c.mm., and 55 mg. of protein per 100 ml. 
The Mantoux reaction was negative to a dilution of 1: 100 
The W.R. was negative. The serum calcium and proteins 
were normal. A radiograph of the chest showed bilateral 
hilar lymph-node enlargement. Biopsy of one of the skin 
lesions was reported by Dr. G. R. Osborn as showing the 
changes of sarcoidosis, with an inflammatory reaction 
containing giant cells extending into the subcutaneous fat. 

She was treated with cortisone, beginning with 300 mg. a 
day and reducing to a maintenance dose of 75 mg. a day. 
Her improvement was slow. The rash fluctuated in extent 
and appeared on the shins and the left forearm, persisting 
until August. In October it was noted that her pupils did 
not react to light but reacted on convergence. She continued 
to complain of weakness of the legs until July, 1955. I 
examined her again in September, 1957, at which time she 
was still on cortisone. Both pupils were irregular, but of 
normal size, the right being larger than the left. They did 
not react to bright light, but contracted briskly on 
convergence. There was bilateral anosmia. The left facial 
palsy had recovered, but on the right side associated 
movements between the muscles around the eye and mouth 
were obvious. In the limbs there was slight weakness of hip 
flexion on the right. 


Case 2 


A married woman of 50 was admitted to hospital on 
August 14, 1955, as an emergency case, thought to be 
suffering from pneumonia. She had been operated on for 
a prolapsed lumbar intervertebral disk eight vears earlier 
and had had a number of attacks of bronchitis. Her present 
illness began six weeks before her admission, with pain in 
the lumbar region passing round to the abdomen in a band 
and lasting for about two weeks. Ten days before admission 
she became acutely ill with fever, vomiting, cough, and 
pain in both shoulders on inspiration. She had been treated 
with sulphonamides and antibiotics without benefit. 

On admission she was running a remittent fever up to 
102° F. (38.9° C.). Crepitations were heard over both lung 
bases, but there were no signs of localized pneumonia, and 
a radiograph of the chest showed bilateral hilar lymph-node 
enlargement. On August 20 she developed a_ rash 
resembling erythema nodosum on both legs which persisted 
for two weeks. The Mantoux reaction was negative to a 
dilution of 1: 100. 


In the succeeding few days she complained bitterly of 
pain in the mastoid region bilaterally and also of abdominal 
pain. At this time there was some mental confusion, 
particularly at night. On September 4 the right side of her 
face became paralysed and three days later the left side also. 
There was some conjunctival injection. Sense of taste was 
absent on the anterior portion of the tongue. A lumbar 
puncture showed that the C.S.F. was under normal pressure 
and contained 33 lymphocytes per c.mm. and 140 mg. of 
protein per 100 ml. The W.R. was negative. The blood 
count was normal, the E.S.R. was 9 mm., and the serum 
proteins were normal. 

The fever subsided as the skin lesions cleared, but she 
continued to have severe abdominal pain and developed a 
circular area of anaesthesia involving the whole of the 
skin of the abdomen. The superficial abdominal reflexes 
were absent. No other cranial-nerve palsies developed and 
there was no weakness or sensory loss in the limbs or any 
change in reflexes. She was not ataxic on testing in bed, 
but her gait was unsteady and was thought to indicate 
cerebellar disease. 

Treatment with cortisone was begun on September 14, 
starting with 300 mg. a day and reducing gradually to 
75 mg. a day, which was continued until June, 1957. The 
facial palsies recovered slowly and incompletely, and 
associated movements were well marked bilaterally. 
Unsteadiness in walking and frequent falls persisted until 
May, 1956; and in November, 1957, she had a further 
attack of erythema nodosum. The hilar lymph-node 
enlargement had subsided, and, apart from the residual facial 
palsies. there were no neurological symptoms or signs. 


Case 3 


A married woman of 25 was admitted to hospital on 
March 1, 1957. Her illness began in January, 1957, with 
pain behind the left ear, followed within a few hours by a 
left facial palsy. Five weeks later, when the palsy was 
rapidly resolving, she became unsteady when walking and 
her vision became blurred. Two weeks later she developed 
pain behind the right ear and a right facial palsy. She was 
unable to taste her food properly and had a sensation of 
numbness in the ulnar two fingers of the left hand and in a 
band around the lower ribs. She felt giddy on turning her 
head quickly. The day before admission she had difficulty 
in swallowing food. * 

On admission she had a fever up to 101° F. (38.3° C.). 
She was distressed and frightened. Her gait was ataxic. 
Bilateral anosmia and marked bilateral oedema of the optic 
disks were present. The conjunctivae were injected and the 
right pupil was irregular. Mr. J. E. Coates reported bilateral 
cyclitis. The right side of the face was paralysed and the 
left side weak. The palate moved in the midline, but fluids 
came down her nose on drinking. The right sternomastoid 
muscle was paralysed. There was no weakness or change 
in reflexes in the limbs and no ataxia on testing in bed. 
Slight cutaneous sensory changes were present in the left 
hand and in a band around the lower ribs. 

The next day she was completely unable to swallow ; she 
was nursed in the semi-prone position with the foot of the 
bed raised, and was fed by gastric tube. A radiograph of 
the chest showed bilateral hilar lymph-node enlargement. 
The blood count was normal, the E.S.R. 5 mm., rising to 
39 mm. a few days later. The serum calcium and proteins 
were normal, and the Mantoux reaction was negative to a 
dilution of 1:1,000. The C.S.F. was under normal pressure 
and contained 4 lymphocytes per c.mm. and 35 mg. of 
protein per 100 ml. 

Prednisolone. 40 mg. a day, was begun on March 4, the 
dose being reduced to 20 mg. a day over five days. The eyes 
were treated with atropine and hydrocortisone drops. By 
March 13 the bulbar palsy had completely recovered and 
the cyclitis and papillitis resolved a few days later. She 
continued to experience attacks of pain in scattered areas on 
the thorax and abdomen, but no fresh signs appeared. By 
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the time she was discharged from hospital a month later all 
symptoms and signs had disappeared, apart from the right 
facial palsy, which was still complete. The hilar lymph 
nodes were still enlarged. 

The facial palsy began to improve in June, but never 
resolved completely. Associated movements developed and 
also the syndrome of “crocodile tears” on eating. The 
chest x-ray examination was normal in August and all 
treatment was stopped in November. No fresh symptoms 
have appeared, but the residual facial palsy and the effects 
of faulty reinnervation remain obvious on any facial 
movement. 

Discussion 

The diagnosis may be established by examination of 
biopsy material, on clinical grounds, or, as in many 
reported cases, at necropsy. Isolated sarcoidosis of the 
nervous system may present a formidable problem 
which is greatly simplified by the recognition of 
characteristic lesions elsewhere. In the present series 
biopsy was carried out in one case. Hilar-node 
enlargement was present in all three cases, skin lesions 
resembling erythema nodosum in two, parotitis in one, 
and cyclitis in one. The combination of one or more 
of these common features of sarcoidosis with a 
neurological disorder should at once suggest the 
diagnosis. It is partly the purpose of this paper to 
emphasize that the neurological features also often 
follow a recognizable pattern. 


Other aids to diagnosis are merely subsidiary. The 
cerebrospinal fluid was abnormal in two cases, with a 
slight increase in cells and protein, but the changes were 
not, of course, specific. The Mantoux reaction was 
negative in all three cases, as is frequently observed in 
sarcoidosis. The Kveim test was not employed. It is 
worth noting that the E.S.R. was normal in all patients 
when first seen. 

Neurological Features 

Sarcoidosis of the nervous system has been classified 
into meningeal, encephalitic, and polyneuritic forms, 
but, as pointed out by Hédk (1954), such a classification 
has little real value. At the extremes there are certainly 
many cases presenting with symptoms and signs of an 
isolated intracranial mass, indistinguishable on clinical 
grounds from a cerebral tumour, and many others 
where the symptoms may be wholly attributed to 
peripheral lesions. In many cases, however, there is 
evidence of involvement of the spinal cord, brain stem, 
and other areas of the central nervous system, combined 
with peripheral and meningeal lesions. Accounts of 
such cases may be found in the comprehensive reviews 
of Colover (1948), Héék (1954), and Jefferson (1957). 
In the present series, in addition to the prominent 
evidence of the peripheral lesions, mental confusion was 
present in one case and ataxia on walking, not obviously 
attributable to weakness, in two. 

The characteristic feature in the present cases was one 
often noted before—fluctuating and asymmetrical 
cranial polyneuritis. In Case | there was objective or 
subjective evidence of involvement of all the cranial 
nerves, except those supplying the external ocular 
muscles, in the course of six weeks. In Case 2 there 
was bilateral but asynchronous facial palsy, and in Case 
3 bilateral anosmia, optic neuritis, and facial palsy with 
bulbar palsy and paralysis of one sternomastoid muscle. 
In all cases there was evidence of involvement of spinal 
nerves ; this was most severe in Case 1, in which marked 
proximal weakness of the lower limbs developed. In 
the other two patients scattered areas of pain and 





sensory loss of unusual distribution were present, 
producing anaesthesia of the skin of the abdomen in 
Case 2 and symptoms suggestive of pleurisy in Case 3. 
Perhaps more remarkable than the distribution of the 
lesions was their evanescence, most clearly shown in 
Case 1. Among other symptoms this patient had 
suffered from bulbar palsy, which had _ remitted 
completely within two weeks. This distribution and the 
temporal behaviour are not likely to be encountered in 
any other condition with the exception of the 
unexplained remittent cranial-nerve palsies described 
by Symonds (1958), one of whose patients appeared to 
be a case of sarcoidosis. 

The pathological findings in cases fully examined at 
necropsy have been reviewed by Meyer, Foley, and 
Campagna-Pinto (1953). These fatal cases do not 
afford a satisfactory explanation of the fluctuating 
cranial-nerve palsies. The cases were naturally of the 
type with either massive cerebral involvement or 
extensive granulomatous meningitis. The polyneuritis 
of sarcoidosis is clinically very different from the 
symmetrical lesions of “ allergic” polyneuritis, and, in 
spite of the frequent very rapid recovery, the individual 
lesions seem likely to be due to direct involvement of the 
nerves or meninges by sarcoid tissue. 


Treatment 

The response to steroid therapy is difficult to assess. 
In the case reported by Fitzpatrick and Ewart (1957) 
there was clear evidence of remission followed by 
relapse on stopping treatment and a further remission. 
Jefferson (1957) mentions steroid therapy in some of 
his cases but does not assess its value. The rapid 
improvement in the bulbar palsy in Case 3 was 
attributed at the time to the treatment, but can be 
exactly paralleled by Case 1 before treatment and by 
cases reported before steroids were available (Ramsay, 
1921). Although Cases 1 and 2 did not improve rapidly 
and it seemed at the time that cortisone was producing 
little benefit, on viewing the three cases in retrospect it 
is clear that no fresh neurological symptoms or signs 
developed after treatment was begun. It is not of 
course possible to exclude with certainty the chance of 
this being due to the natural course of the disease, but 
it certainly suggests that cortisone is an effective 
treatment. 

Sequelae 

Of the six facial palsies in these three patients 
only two resolved completely. The remaining four 
showed evidence of denervation and faulty reinnerva- 
tion as in the delayed type of recovery from Bell’s 
palsy. As all these patients were females, and one a 
strikingly handsome young woman, this result was 
disappointing. 

More’ remarkable, and probably even more 
unfortunate, were the residual pupillary abnormalities 
in Case 1. The pupils were irregular and unequal, and 
did not react to light but reacted on convergence. 
Although they were not greatly contracted, the 
resemblance to the Argyll Robertson pupil was striking. 
This curious sequel has twice been reported before 
(Mackay, 1921 : Hé66ék, 1954) and cannot be attributed 
to iritis, which was not present in any of the reported 
cases and which could not account for the different 
pupillary response to the two stimuli. As the condition 
appears likely to be permanent the possibility of 
sarcoidosis in the past should be considered in patients 
with unexplained Argyll Robertson pupils. 
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Summary 


Three cases of sarcoidosis of the nervous system of 
the predominantly peripheral type are described. 

The response to steroid therapy appeared to be good, 
as no fresh nervous lesions developed after treatment 
had begun. 

Attention is drawn to the frequency of incomplete 
recovery of the facial palsies. In one patient a further 
sequel was a condition closely resembling the Argyll 
Robertson pupil. 


| am indebted to Professor D. V. Hubble for permission 
to describe Case 1. 
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PERINEAL CARRIAGE OF 
STAPH. AUREUS 


BY 


M. RIDLEY, B.A., M.B., B.Chir. 


Lecturer in Bacteriology, St. Thomas's Hospital 
Medical School, London* 


[he possibility that the perineal region might be a 
carrier site on which Staph. aureus could multiply was 
suggested in a previous paper (Hare and Ridley, 1958), 
but no information was available on the proportion of 
the population who are perineal carriers, whether they 
can disperse the organisms into free air, or the relation- 
ship between nasal and perineal contamination or 
carriage. This investigation of 50 male medical students 
was designed to answer some of these questions. 


Experimental Methods 


Media and Isolation of Staph. aureus.—Nutrient agar 
containing phenolphthalein diphosphate, as used by 
Hare and Thomas (1956), was employed for the isolation 
of Staph. aureus. In general, only colonies giving a 
positive slide coagulase test (Cadness-Graves ef al., 
1943) were counted as Staph. aureus, but the tube test 
was used for all strains which were phage-typed or 
which gave a doubtful positive in the slide test. It is 
possible, therefore, that a small number of staphylococci 
which lack bound coagulase (Duthie, 1954), but are 
nevertheless able to produce free coagulase, were missed 
by this method of identification. 

Nasal and skin swabs were taken in the same way as 
described by Hare and Ridley (1958). The areas of skin 
covered by the perineal and adjacent swabs were 
each very small compared with other skin samples, 
measuring approximately 3 square cm., and were defined 
as follows: (a) The left and right perineal swabs covered 
the area bounded by the base of the penis in front, the 
upper part of the thighs on each side, and a line at 
least | in. (2.5 cm.) anterior to the anus behind. (5) The 
anal fold swab was drawn over the anal orifice in 
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an anterior—posterior direction, and this swab was 
invariably taken after the perineal swabs to avoid 
artificial contamination of the perineum from the anus. 
(c) The whole of the lateral surface of the scrotum on 
each side comprised the right and left scrotal areas. 
(d) The dorsal surface of the penis was also swabbed. 

Faeces Culture.—A loopful of each specimen was 
inoculated directly on to one plate containing nutrient 
agar and phenolphthalein diphosphate and on to a 
second nutrient agar plate containing 8% sodium 
chloride. The remainder of the specimen was then 
emulsified in about 4 ml. of broth, and 0.1-ml. and 0.5- 
ml. amounts were immediately spread on nutrient agar 
and 8% salt plates respectively. The plates were 
incubated at 37° C. and examined daily for five days : 
any colonies resembling Staph. aureus were subcultured 
on nutrient agar without the addition of salt before 
coagulase-testing. Culture in fluid media was avoided 
in order to get some idea of the amount of faecal 
contamination. 


Results 

Two groups comprising 15 final-year clinical students 
and 35 preclinical students, who rarely entered the 
hospital itself, were studied during the period October, 
1957, to February, 1958. Cultures were made of each 
nostril and 16 skin sites, and press plates were taken 
from the front and back of the drawers. The latter 
cultures were made by impressing an area of the inside 
of the drawers directly on the surface of the medium 
in a Petri dish with a circular wooden block, with a 
diameter of 3 in. (7.5 cm.), held on the outside of the 
material. The results of this initial investigation are 
given in Table I under the heading Survey I. 


It will be seen that, of the 50 students, 26 had no 
Staph. aureus in the nose or on any of the perineal 
areas ; ten had Staph. aureus in the nose but not on the 
perineum ; while no fewer than 14 had this organism 
on the perineal area, some of them with Staph. aureus 
in the nose as well. It is therefore apparent that Staph. 
aureus can be isolated from the perineal area of a 
comparatively large proportion of the male population. 

In several instances, however, very few Staph. aureus 
were isolated from the perineum and adjacent structures 
—no more, in fact, than were found on other areas of 
the skin, such as the abdomen and thighs. It would 
therefore be inadvisable to regard such individuals as 
perineal carriers. Many- were much more heavily 
contaminated, and, if a total of 30 colonies from the 
six perineal sites be taken as the dividing line, it is 
evident that on the results of the initial survey 10 of 
the subjects can on this basis be regarded as perineal 
carriers. 

It is of some importance, however, to determine 
whether the presence of Staph. aureus on the perineum 
is due to contamination of the area by the organism 
coming from the faeces or to its ability to multiply in 
or on the skin of this region. 

To obtain an answer to the first of these questions. 
samples of faeces were obtained from 14 subjects at the 
time the original survey was made, while another 10 
were reinvestigated, nasal and perineal examinations 
being carried out at the same time as the faeces were 
obtained. The results of these investigations are given 
in Table II. 

It is at once evident that faecal contamination alone 
cannot be responsible for the presence of Staph. aureus 
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on the perineum, since no fewer than five of the nine 
subjects with heavy perineal growths of Staph. aureus 
had faeces from which this organism could not be 
cultivated. Even when Staph. aureus was present in the 
faeces the numbers were too small to account for the 
heavy contamination of the perineum. 


In regard to the second question, an experiment was 
described by Hare and Ridley (1958) which strongly 
suggested the possibility that Staph. aureus could 
multiply in the perineal area, and the opportunity was 
taken to carry out similar investigations with two 
persistent perineal carriers who apparently did not carry 
Staph. aureus in the nose. After an initial skin survey 
for Staph. aureus each subject washed in a shower-bath 
for 20 minutes, concentrating on the perineal area, dried 
himself with a sterile towel, and put on sterile under- 
clothes, shirt, and trousers. Surveys were then carried 
out at intervals up to 24 hours, using skin swabs 
moistened with saline rather than broth. 

Table III shows that washing greatly reduced the 
number of Staph. aureus wherever this organism was 
initially present in large numbers, and that during the 
five or six hours after washing the only areas of skin 
showing any significant increase in Staph. aureus 
isolated were the left perineum in the case of Den and 
the right and left perineum and the left scrotum in the 
case of Rut. All the other skin sites sampled showed 
a progressive fall in the number of Staph. aureus 
isolated. However, by 24 hours all the areas originally 
found to have large numbers of Staph. aureus were 
again in the same state. It seems likely, in the case of 
Rut at any rate, that many of these areas were simply 
contaminated from the right and left perineum, which 
after only six hours were the first sites on which 
very large numbers of Staph. aureus were again 
demonstrated. 

The local increase in Staph. aureus observed in these 
experiments was clearly not due to contamination from 
any area in the immediate vicinity. It is much more 
probable that it was due either to multiplication of the 
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Staph. aureus that remained after washing or to the 
appearance on the surface of organisms sequestrated 
in the glands of the skin. Which of these two possi- 
bilities is correct must await further research, but it is 
clear that in the case of one individual, Rut, the numbers 
increased very rapidly. Furthermore, the area from 


TABLE II.—Presence of Staph. aureus in the Faeces 























Total Colonies from 
Subject sane 
Nose Perineum Faeces 
Reg « ee) 17 
Reb re) 281 5 
ee =) oo 0 
Son 9) 2,387 0 
Ter os) 1,097 0 
Mel «© 114 0 
Den 0 [) 4 
Rut 13 a) 1 
Hir 0 253 0 
Tic « 0 4 
Ous co 7 0 
Ham ‘ a = 6) 7 0 
Net, Lab, Gan, Ley ee) 0 0 
Toy oF ua 50 0 0 
Vem os ‘ 0 0 10 
6 other non-carriers 0 0 0 














TaBie III.—Jncrease in Perineal Staph. aureus After Washing 









































Subject Den Subject Rut 
Before} After 5 24 | Before; After 2 6 24 
Wash-} Wash-| Hours} Hours} Wash-| Wash-| Hours} Hours] Hours 
ing ing | Later | Later | ing ing | Later | Later | Later 
L. perin- | 
eum .. 2) 26 198 «o © 224 600 ie) « 
R. perin- | 
eum 248 75 16 | 1,512 re) 53 400 oe) ee) 
L. scrotum] 14 19 7 {2,112 ee) 45 25 480 © 
me ie 128 2 0 | 1,050 oo 550 | 592 | 360 «© 
Anal fold 53 14 7 14 | 200 41 48 50 to) 
Penis . 5 0 0 37 re) 100 168 100 a) 
Axillae . . 50 36 9 0 | 200 16 2 0 160 
Abdomen 1 0 1 1 | 300 33 11 5 }2,000 
L. groin 0 4 0 0 rs) 33 8 2 {1,500 
-- 1 7 5 0 3) 180 19 16 1,280 
L. thigh 4 29 16 10 to) 71 50 46 fo) 
op x 16 11 | 6 0 fe) 280 224 57 2) 








TABLE I.—Presence and Distribution of Staph. aureus Among 50 Male Medical Students. (The Figures Refer to the 
Total Number of Colonies of Staph. aureus Isolated from Each Site.) 
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Survey I Survey II 
Perineal Swabs le s|3/| =% Elz E 
Nasal | _____ - 5 | Axilla & | 21 Groins | Thighs | S$) 3e| 33] 28/39 3 
Swabs 5 < be Ss = 33/3 
Subject 4 Perineum | Scrotum | | EA sis 62/55] 58] SFi55/ Og 
— a. awe ee ——| Penis per) Total} £ = E Se RZ) RS E-IRZIFS 
R.| L.| R.-| L.] R-| Le} ["° Airj| wu} *}/o}] re] vl] ej wy a)" s = 
it | w | 200|223| »| 24/100) 50|/340| o | 93| 6] 12] 30) O| m1] 18| so} of 4] 161 1 
Reb | «o/| w| 14] 16 66 | 78|103| 4] 281] 36] O| O} 2] Of oO; Oo} 1 3| 4] © $4 32 23 
Ter co | o| 56| 14] 504] 520} 2 111,097; 4] oOo] 1] Of o| Of s{| 3] 2] 4] o@ 3 
Son | 500 wo} 20| 6 I 8s} oOo} of] 35] 2] Of Of} o| of Of} Of} Of Of 6] o {2,387 
*Mel | «0 | 100! 7| of] O| @ | 16| 40} wo]102/ 3] Of] Of 19] Of 2 10| 200] 14] wo] 114] 11] @ | 327 
*Ley | 60} o©| 2{ 2] 13] 7 2] o} 33/ oOo} Of o| 3] of 2] o}] 1] Of 12] @ 0} sia] oO 
*Net | of] wo}| O} 1] O Fo 3) 6 7) 21; O| OF} 3] 3] 33} 8] Of] OF 18] @ O}] 18) ao} 3 
*Ham| 100} 0 0 0 0 | 0| oO 0 0 0 0 0 0 o| oO 0 Oo] 16] @ 7 
*Ain | 150/ Oj; O| O 0 0; oO} 0 0 0 0 0 0 0 0}; Oo 0 0 14 0 0 
*Ous 2} of} O 0 0}; oO; Oo 0 0 2 0 0 0 0 0; Oo 1 0 7| @ 7 | 
Sed | o/150/ 1 0 0; 0 0 0 I 1 0 0 0 0 0 0 0 0 7] @ 0 | 
Lab 80 y 0 0 0 0 | 0 0 0 0 0 0 1 0 0 0 0; oO 
Tic mn | es 0 0 | 0 0 | 0 0 0 0 0 0 0 0 0 0 | 0 0 4 @ 0 
Ten on} « 0 I 0 | 1} 5 0 7 10} 21 0 2 0 0 0 | 200 0 
Yam|200| 100| 0} 0 0} 0} o | 0 0} 0} 0} @| of 9} a] 0 Oo} Ol} ot cs : 
5 | ) 
on | 9 | 30 1 Oo] of of of o| o o| of of of of of of of o| of 2] 43 0 
Hat | 100! o| O| oO} oO] Oo} of Oo o| of of of} of of of of of Of 20] @ 1 
‘Reg | 3| 26] O| O| O| O| O| O Oo} 1] of} of 3] OF} Of Of Of} Of 11] @ ol} s| | 334 
*“Gan| 1| ©| 36| 3|156| 96| 48| Of] 339/ 72/ o| of of of oO] 8] oO} Of 9) w] Of I7| @) 777 
Hir 0} s/300} 180} 7) S| 0] @ wo} 2 oo} of o| of} 4] Oo} o}] 1] 6] Of} 18] 4] 0] 253 
Den | O| O| 21| wf] 391 32) 6| 26] owla3s! t] 3] t] of of 2] 39] 2] 2] af wf 1s] 0} 179 
Rut | 0} of o| 199] O| 0] Of o| 19| Of O| o| of of Of of} of Of S| 13] ow] 15] 0} 156 
Yen o| oO | 0} Of 0] 200) Oo; 0} 20 0} O} O} Of} OF OF OF OF} OF 9] O 0 
26 | ot | | 
other i 
students} 0 0}; Oo 0 | 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
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which the largest number of Staph. aureus can be 
obtained may be quite limited. Table IV gives the 
results of repeated swabbings of Den over a period of 
four months. It shows that the comparatively small 
area of skin referred to as the left perineum was always 
more heavily contaminated than other areas. Indeed. 
it is probable that the latter areas were being 
contaminated from the left perineum and were not sites 
of multiplication. 


Taste 1V.—Distribution of Staph. aureus on the Perineum and 
Adjacent Areas of Subject Den 


Jan.23 | Jan. 28 Feb. 19 May I5 
L. perineum x | oO 200 | 100 
L. scrotum | 32 128 16 50 
R. perineum 21 248 6 2 
R. scrotum | 39 14 0 2 
Anal fold 26 53 o | 21 
Penis 6 | 5 0 4 


Persistence of Perineal Carriage 


Repeated nose and skin surveys were carried out on 
the majority of the nasal and perineal carriers revealed 
by the initial tests, For brevity, only the total number 
of Staph. aureus isolated from the nose and the perineal 
areas are included in Table I for these repeated tests. 

Although 5 of the 12 heavy perineal carriers (Mel, 
Reg, Rut, Den, and Son) demonstrated in the course 
of this investigation appeared to maintain this state over 
a period of six weeks to six months, five others (Ilt, Ter. 
Ley, Reb, and Yen) became non-carriers, while one 
subject (Reg) acquired large numbers of perineal Staph 
aureus which were not present initially. Finally, Table I 
shows that two subjects (Gan and Hir) passed from 
heavy carriage to non-carriage and then back to heavy 
carriage again. It is, however, possible that these two 
subjects were really persistent perineal carriers despite 
the intervals of non-carriage mentioned. The strain of 
Staph. aureus isolated from Gan did not produce 
phosphatase, so that the recognition of colonies of this 
organism in the heavy growth from perineal swabs was 
difficult at all times, and most of all at the second 
swabbing when the growth on the perineal plates was 
confluent. The other subject, Hir, had a heavy growth 
of Staph. aureus from the perineal area on the first 
occasion, but six weeks later only 18 colonies were 
isolated. This, however, may have been connected with 
the use of oral antibiotics one week before the second 
test. In any event, after a further four weeks the 
perineal area had apparently been recolonized, because 
a total of 253 Staph. aureus organisms were isolated 
from this region. It is clear from these results that 
perineal carriage is not as stable as nasal carriage, 
although about half of the perineal carriers described 
seemed to maintain this state for a considerable time 


Dispersal of Staph. aureus 


Using the cubicle described by Hare and Ridley (1958) 
the ability to disperse Staph. aureus was determined for 
a number of nasal, perineal, mixed nasal and perineal 
carriers and non-carriers. Although the results of these 
experiments are probably affected by a number of 
factors difficult to control, such as the time since the 
last bath or change of clothes, several broad conclusions 
drawn from the results given in Table V seem justifiable 

Firstly, Hare and Ridley (1958) described one perineal 
carrier without nasal Staph. aureus who was able to 
disperse 4.8 organisms per sq. ft. of medium per minute. 
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The results in Table V confirm that under certain 
circumstances those with perineal Staph. aureus alone 
can in fact disperse even larger numbers of this 
organism. Thus Rut and Hir dispersed 25.6 and 7.6 
Staph. aureus per sq. ft. of medium per minute respec- 
tively. However, another subject (Den), who had an 


Taste V.—Skin and Clothing Contamination with Staph. aureus 
and Ability to Disperse this Organism into the Environment 












































Dispersal! 
Total Colonies Staph. aureus Isolated Staph. aureus 

Subject ~ sq. ft. 
ee of Medi 

Nose | Perineum Skin | Fingers | Clothing per min. 
Son oo 2,387 4 «| 71 130 20-2 
Iit a = 4) 187 co 17 12-2 
Ter es) 1,097 il | 2 58 10-2 
Reb Se) 281 6 | 17 40 8-0 
Mel 6) es) 260 44 9 7-8 
re) 114 1 22 28 2:8 
Reg 20 o 15 — 2 48 
Tic x 0 0 iss | 246 24-4 
Ley XL 0 s 400 | - 44 
fe) 0 0 162 | il 3-0 
Sed ms i 0 2 | 7 5-4 
ro) 0 10 —_— 9 1-8 
Lab 1» 0 1 | — | 2 0:8 
Rut 13 oo 1,100 20 38 25-6 
Hir 0 253 9 0 20 76 
Den 0 os 47 | 0 15 0-4 
| l =) 52 | 0 17 20 
| 0 222 o}| of; 3 } 12 
Nes | § 0}; of of s | os 
Raf 0 0 | 0 | 0 | 2 0-2 





equally large number of perineal and no nasal Staph. 
aureus, consistently dispersed only a small number of 
organisms, and on one occasion no more than were 
dispersed by the non-carriers (Nes and Raf). It seems, 
therefore, that dispersal of Staph. aureus by perineal 
carriers with an equal amount of contamination of the 
area is as variable as dispersal by nasal carriers with 
the same degree of nasal contamination was found to 
be by Hare and Ridley (1958). 

Secondly, comparison of the number of organisms 
dispersed by pure nasal carriers and mixed nasal and 
perineal carriers suggests that those with Staph. aureus 
in both sites generally disperse more. Table V shows, 
however, that exceptions to this occurred; for both 
Mel and Reg, who had large numbers of Staph. aureus 
in both the nose and on the perineum, gave rather low 
figures ; these low results may have been due to some 
factor such as a recent change of clothing. Further- 
more, one subject (Tic) who was a nasal carrier without 
any perineal contamination dispersed so many that 24.4 
Staph. aureus settled on 1 sq. ft. of medium per minute : 
this was the second highest figure obtained in the series, 
but although this subject was never demonstrated to 
have perineal Staph. aureus he was the only pure nasal 
carrier from whom faecal Staph. aureus was isolated. 
Although it is possible that faecal excretion of Staph. 
aureus may lead to widespread contamination of the 
body surface and clothes, as suggested by Brodie ef al. 
(1956), and thus bring about an increase in the ability 
to disperse this organism, this does not invariably occur, 
for Den dispersed very few Staph. aureus despite the 
fact that he was a faecal carrier 


Skin and Clothing Contamination with Staph. aureus 

Table V also gives the total number of colonies of 
Staph. aureus isolated from the external layer of 
clothing, from the fingers of both hands, and from six 
skin areas apart from the area covered by the six 
perineal swabs. In general there was good correlation 
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between the degree of dispersal and the number of 
Staph. aureus isolated from the clothes and fingers. 

Those with perineal Staph. aureus usually had much 
greater contamination of other areas of skin than the 
purely nasal carriers. This is demonstrated both in 
Table V and in Table I, where the actual distribution of 
Staph. aureus for each subject is given. It is perhaps 
not surprising, therefore, that the mixed nasal and 
perineal carrier with this widespread contamination of 
the skin may often disperse more Staph. aureus than the 
purely nasal carrier. 


Phage-typing 

Phage-pattern determinations, kindly carried out by 
Dr. Patricia Jevons, of the Central Public Health 
Laboratory, Colindale, showed that all the double nasal 
and perineal carriers had strains with the same phage 
pattern in these two sites, and repeated phage-typing 
showed that these strains persisted for many weeks or 
months. Similarly, the purely perineal carriers (Hir, 
Rut, and Den) persistently carried the same strain on 
the perineum when tested on different occasions. There 
was no evidence that any particular phage type of Staph. 
aureus had any predilection for survival on the 
perineum. In fact, the distribution of phage types found 
on the perineum was similar to the distribution found 
in nasal carriers. 

In general, Staph. aureus isolated from the faeces had 
the same phage pattern as the nasal or perineal strain, 
but one individual, Den, was an exception. On January 
25 strains of Staph. aureus classified as belonging to 
phage groups I, II, and III, with very different individual 
patterns of lysis, were isolated from his perineum, 
faeces, and nose respectively. Two weeks later this 
subject was again found to be excreting in his faeces 
a group II Staph. aureus with the pattern 3C/55, which 
was identical with the strain previously isolated from 
this source. This same strain was isolated from the 
faeces for the third time on February 21, when it was 
also isolated from the throat. On this last occasion, 
however, a group I strain was again isolated from the 
perineum. Clearly, therefore, the perineum could not 
have been contaminated from the nose, throat, or 
faeces. 

Discussion 


Che investigations reported in this paper show that a 
comparatively large proportion of individuals have suffi- 
cient Staph. aureus on the skin of the perineum and 
adjacent structures to suggest that the organism is able 
to colonize this area. Many of these individuals have 
this organism in the nose as well, while a few are 
primarily perineal carriers with few or no Staph. aureus 
in the nose; in such individuals multiplication of 
staphylococci on the perineum appears to be the most 
likely explanation for the persistence of large numbers 
of the organism in this site for considerable periods of 
time. Certainly for one subject (Den), who came 
into this category, the persistence of perineal Staph. 
wreus could not be attributed to contamination from 
the nose, the throat, or the faeces, as the strains of 
Staph. aureus isolated from these sources belonged to 
phage groups different from the perineal strain. 

When, however, there is heavy nasal carriage in 
addition to apparent perineal carriage it is possible that 
repeated contamination from the nose may be respon- 
sible for the large number of Staph. aureus on the 
perineum. Frequent and heavy contamination in this 

( 


way, however, is unlikely, as the perineum is a long 
way from the nose, while neighbouring areas of skin— 
for instance, the abdomen, the groins, and even the skin 
round the anus—are contaminated to a much less extent. 
Nevertheless, occasional contamination of the area from 
the nose, together with prolonged survival in the glands 
of the perineal skin, as described by Devenish and Miles 
(1939) and Gillespie et al. (1939) for the skin of the 
hands in some individuals, might explain the persistence 
of perineal Staph. aureus in those who are also nasal 
carriers. 

It is interesting that both the nasal vestibule and the 
perineal skin are areas where large apocrine glands 
are found (Rothman, 1954). It has previously been 
suggested that in nasal carriers Staph. aureus lives in the 
glands of the skin lining the nasal vestibule (Gould. 
1955). It may therefore be that these glands offer a 
suitable environment for the survival and multiplication 
of this organism and that their presence in the perineal 
skin accounts for the large number of staphylococci 
found there in some individuals compared with other 
neighbouring areas of the skin. 

Whatever the explanation, however, it is apparent that 
Staph. aureus is able to multiply or at least survive in 
large numbers on the perineal skin of about 14% of 
the male population. It was not possible to extend this 
survey to include women, but Professor Hare has 
informed me that he has recently isolated very large 
numbers of Staph. aureus from the perineum of a female 
patient. This suggests that women may act as perineal 
carriers in the same way as men. 


Summary 


A survey of 50 male medical students showed that 
52% had no Staph. aureus in the nose or on the skin, 
that 26% had this organism in the nose, generally in 
very large numbers, but that the perineal area yielded 
fewer than 30 colonies from the six sites chosen for 
examination. A further 12% had much greater degrees 
of contamination of the perineal area and were heavy 
nasal carriers as well. The remaining 10% had an equal 
degree of contamination of the perineal area, but no 
Staph. aureus in the nose or only one or, at most, five 
colonies 

Thus sufficiently large numbers of Staph. aureus can 
be isolated from the perineal area of 22% of male adults 
to class them as perineal carriers. 

Further investigations showed that this state may 
persist for months in about 14% of individuals, that it 
is not due to faecal contamination alone, that the 
organisms are able to multiply in or on the perineal skin, 
that they may be of different phage type from those 
found in the nose or faeces, and, finally, that they may 
be dispersed into free air when the subject exercises in 
a cubicle. 


I am indebted to Professor R. Hare for his help and 
advice throughout this investigation. 
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EFFECTS OF AMINOPHYLLINE, 

NIKETHAMIDE, AND SODIUM 

SALICYLATE IN RESPIRATORY 
FAILURE 


BY 


E. K. WESTLAKE,* M.A., M.D., M.R.C.P. 
AND 


E. J. M. CAMPBELL, M.D., Ph.D., M.R.C.P. 
From the Medical Unit, the Middlesex Hospital, London 


The treatment of acute respiratory infections in patients 
with chronic lung disease remains unsatisfactory. 
Despite the use of antibiotics, oxygen, and broncho- 
dilators, many die of respiratory failure, and the 
mortality from “ bronchitis ” in England and Wales has 
remained virtually unchanged over the past 14 years 
(Registrar-General's Statistical Review, 1942-55). Relief 
of anoxia is essential in the management of acute 
exacerbations of bronchitis, but the continuous admin- 
istration of oxygen in high concentration may lead to 
fatal respiratory acidosis due to inadequate ventilation 
resulting from removal of the anoxic stimulus to 
breathing (Westlake, Simpson, and Kaye, 1955; Sieker 
and Hickam, 1956). ‘ 

The most rational method of treating this com- 
plication is by artificial ventilation. However, these 
patients are much more difficult to ventilate artificially 
than those with respiratory failure due to muscular 
paralysis whose lungs are healthy. Moreover, large 
numbers of patients with ventilatory failure due to 
chronic lung disease are treated in hospitals which do 
not at present have the resources of apparatus and 
personnel required for maintaining artificial ventilation 
over long periods of time. We therefore planned to 
investigate the possibility of increasing ventilation by 
chemical stimulation. As a first step the following 
investigation was carried out to screen three drugs which 
are reputed to be respiratory stimulants to see if they 
justified more detailed trial in the management of these 
patients. 

Methods 


Fourteen studies were carried out on 11 patients with 
chronic bronchitis and emphysema admitted to the 
Middlesex Hospital during the winter of 1955-6. All 
had superimposed acute respiratory infections and most 
had ventilatory failure with arterial carbon dioxide 
tensions greater than 50 mm. Hg (see Table). The 
effectiveness of the three drugs as respiratory stimulants 
was assessed by following changes in the level of 
urterial pCO,. Samples of blood were obtained from 
in indwelling arterial needle inserted into the brachial 
artery and were analysed for plasma CO, content, pH, 
and pCO, as previously described (Westlake, 1954). As 
controls, three samples were withdrawn at intervals of 
10 to 15 minutes before the administration of the drug 
[he patients were breathing air. The subsequent 
procedure varied with the drug used and the response 
»f the patients. 

Aminophylline, 0.5 g. (20 ml. of aminophylline 
injection B.P.), was injected intravenously in three to 
four minutes. A further 0.5 g. was infused in 300 ml. 
of 5% glucose for a further 30 minutes. Arterial blood 
samples were taken 15 and 30 minutes after the first 


*Dr. E. K. Westlake died on June 18, 1958. 
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0.5 g. had been injected. Further samples were not 
taken, because in none of the subjects was there a 
significant response. 

Salicylate-—8 g. of sodium salicylate in 300 ml. of 
5%, glucose was injected intravenously over a period 
of one hour. Three to five arterial samples were taken 
at intervals up to four hours after completion of the 
infusion. 

Nikethamide.—The dose and rate of administration 
of nikethamide had to be varied from patient to patient 
because there was a marked variation in their sensitivity 
The general plan was to inject 0.25 g. (1 ml. of niketh- 
amide injection B.P.) intravenously at intervals of one 
minute until a response was obtained or the patient 
complained of excessive side-effects (itching, paraes- 
thesiae, heat, breathlessness, nausea). Further quantities 
were then injected to try to maintain the respiratory 
stimulation for 30 minutes. Two or three arterial 
samples were taken during this period and a further 
one 10 minutes after the infusion was completed. No 
further samples were taken, because the stimulant effect 
had ceased by this time. 


Results 


The results are summarized in the Table and the 
Chart. It should be noted that changes of less than 
3 mm. Hg are within the range of experimental error 
and are, moreover, of little clinical importance. 


Summary of Results 



































Mean Art. pCO, Mean Art. 
Age mm. Hg pH 
No: = Duri During 
i x uring uring 
Before and After Before and After| 
- Aminophylline, 1 g. i.v. in 30 mins. 
1 68 F 63-5 63 7-40 7-41 
2 53 M 85-5 84 7:30 731 
3 76 F 44-5 43-0 7:55 7-56 
4 |49M 83-5 78-5 7-28 7:30 
5 58 M 61-5 60-5 7:36 7:37 
6 | 60 F 65 64-5 7:38 7:39 
Sodium Salicylate, 8 g. i.v. in 1 hour 
1 68 F | 56 47 7-47 7-52 *45 mg./100 mi 
4 | 49 M 8! 77 7-33 | 7-36 *35 + 
7 |62M) 63 53 7-36 | 7-44 *48 
| | 
Nikethamide 
| | | Quantity 
} | Administered 
4 49M 65-5 58-0 7-38 7-44 6-25 g. in 40 mins 
s 49 M 48-0 46-0 7-41 7-42 OO wu es 
9 |60F 49-0 48-5 7-43 “ae 826 ou Oe 
10 53 M 71-5 58-5 7-36 7-40 - ee ae 
11 | 70M) 60-5 51-5 7-43 | THB 125 seco 02 








* Plasma salicylate concentration 30-60 minutes after administration. 


Aminophylline-—In only one patient was there a 
significant fall in pCO,, and that was not large (5 mm.) 
Three of the patients complained of feeling warm and 
of palpitation. 

Salicylate.—All the subjects showed a fall in pCO,,. 
which persisted until the end of the period of observa- 
tion (two hours in one subject; four hours in the 
others). Mild salicylism (tinnitus and deafness) occurred 
in all the subjects for 6 to 12 hours. The plasma salicy- 
late concentration varied between 34 and 53 mg. per 
100 ml. 

Nikethamide.—The two subjects (8 and 9) with the 
iowest initial CO, tensions showed no respiratory 
response. There was obvious stimulation of the breath- 
ing in the other three and the arterial CO, tensions fell. 
The respiratory stimulation ceased within five minutes 
of discontinuing the drug. 
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Discussion 

Ideally, a drug for use asa respiratory stimulant in 
these patients should have the following properties: it 
should be able to stimulate the breathing even when it 
is depressed by O,; there should be no increase in 
metabolism causing increased O, consumption and 
CO, production ; there should be minimal stimulation 
of the central nervous system other than the respiratory 
centres ; the response should be sufficiently prompt, so 
that ventilation can be regulated by adjusting the rate 
of administration without delayed response or excessive 
persistence if the effect is undesirable ; the dose required 
by an individual patient should not be too critical, 
because this involves frequent alteration of the rate of 
administration. None of the three drugs satisfied these 
requirements, but nikethamide seemed to offer more 
promise than the others. 

The value of a drug as a respiratory stimulant in 
these patients can be assessed only by measuring the 
arterial pCO,. Measurements of total ventilation or of 
respiratory rate will detect respiratory stimulation, but 
if the work of breathing is greatly increased or if the 
metabolic rate is increased the production of CO, may 
be greater than the extra excretion. The arterial CO, 
tension may then rise. We have. in fact, observed this 
in a patient whose respiratory effort was increased by 
nikethamide but whose arterial CO, tension rose from 
120 to 150 mm. Hg. In spite of the administration of 
O, he was very cyanosed, and at necropsy the major 
bronchi were largely occluded by tenacious sputum. 
Respiratory stimulants are unlikely to be of benefit to 
such a patient. 


AMINOPHYLLINE . SALICYLATE . NIKETHAMIDE. 
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Arterial pCO, before and after administration of aminophylline, 

salicylate, and nikethamide. The vertical lines indicate (A) the 

range of the control readings; (B) the range cf the readings 

during or after administration of the drug. The horizontal or 
sloping lines join the mean values. 
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Aminophylline.—There is good evidence (Wechsler. 
Kleiss, and Kety, 1950; Stroud ef al., 1955) that amino- 
phylline has a respiratory stimulant action in normal 
individuals. The results we have obtained in patients 
with respiratory failure due to chronic lung disease are 
not encouraging, although we gave larger amounts of 
the drug than are usually administered. Galdston and 
Geller (1957), however, have reported that aminophyl- 
line (0.5 g. initially, followed by 100 mg. hourly. 
intravenously) counteracts the respiratory depression 
which O, administration causes in patients with chronic 
lung disease. 

Salicylate —Wégria, Capeci, Kiss, Glaviano, Keating. 
and Hilton (1955) have shown that similar doses of 
sodium salicylate reduce the arterial pCO, in patients 
with respiratory failure due to chronic lung disease 
Our results confirm these findings. Samet, Rosenthal. 
and Bernstein (1958), however, did not observe any 
respiratory response to smaller doses of salicylate. 
Further evidence is required before salicylates can be 
recommended for routine use. Firstly, the doses used 
have been very large; secondly, the other effects of 
salicylates, notably the increase in metabolic rate 
(Tenney and Miller, 1955), are undesirable in these 
patients ; and, thirdly, the action of salicylates is very 
prolonged, and if the response is undesirable it cannot 
be counteracted. 

Nikethamide has been used for many years as a 
respiratory stimulant. We have previously used it in 
the treatment of CO, narcosis, when it awakens the 
patient and has the additional beneficial effect of causing 
coughing. The dose required is, however, much greater 
than that usually recommended. Our results show that 
a considerable fall in the arterial pCO, can be produced 
and that the duration of action is short. We therefore 
decided to investigate it further. 


FURTHER SrupDIES, USING NIKETHAMIDE 


Nikethamide having been chosen, the next step was 
to see if it could be used to maintain ventilation in 
patients with respiratory depression due to O, 
administration. 

In this study the arterial CO, and O, tensions were 
measured by the method of Riley (Riley, Campbell, and 
Shepard, 1957). Two patients were studied. 


Case 1 

A man aged 59, with chronic bronchitis, emphysema. 
funnel deformity of the sternum, acute purulent bronchitis. 
and heart failure, deteriorated during the first four days in 
hospital. He was very anoxic, but the administration of 
O2 caused unconsciousness and muscular twitching. On 
the fourth day of admission his arterial pCOz was 65 mm. 
Hg and QO: saturation 65%. The administration of O; 
(7 1./min. by oronasal mask) causing the pCOs to rise to 
97 mm. Hg, and he became unconscious. A continuous 
intravenous infusion of nikethamide in 5% dextrose was 
given for 30 hours, during which time the arterial pCO, 
ranged between 61 and 71 mm. Hg. His arterial Oe satura- 
tion was 100% throughout. The rate of administration of 
nikethamide varied between 20 and 40 mg./min. At any 
given time it was critical in that a reduction of 2-4 mg./min 
allowed him to relapse into narcosis, whereas a correspond 
ing increase caused considerable distress due to itching. 
paraesthesia, and intense dyspnoea with a respiratory rate 
of 60/min. After 30 hours it was found possible to 
discontinue first the nikethamide and then the Os, and his 
arterial pCO» eventually settled to 49-52 mm. Hg, with an 
arterial O» saturation of 81-85%. 
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Case 2 


A man of 62, with chronic bronchitis, emphysema, 
bronchopneumonia, and slight heart failure, deteriorated 
during the first three days in hospital. He was severely 
anoxic, but the administration of Os, either intermittently 


or continuously, at low flow rates (1-3 |./min.), caused CO» 


narcosis. When he was breathing air his arterial pCO2 was 
74 mm. Hg and Op: saturation 39%. The administration 
of Oz at 7 |./min. by oronasal mask caused the pCO: to 
rise to 140 mm. Hg. A continuous intravenous infusion 
»f 2% nikethamide in 5% glucose was started. There was 
no clinical response until the rate of administration was 
raised to 80 mg./min. for 1$ hours. At this time he 
became fully conscious, coughed up copious quantities of 
sputum, and became very breathless. Subsequently con- 
sciousness was maintained and the arterial COs tension was 
reduced to 85-90 mm. Hg by a rate of administration of 
36-48 mg./min. Attempts to decrease the rate of admin- 
istration caused unconsciousness, with slow shallow 
breathing. Stopping the Os caused intense cyanosis 
Ventilation was maintained with nikethamide in the above 
dosage for 24 hours, and his clinical condition was satis- 
factory. He then became unconscious and his breathing 
»ecame slower and shallower. The arterial pCO: rose to 
120mm. Hg and his blood pressure fell abruptly. Increas- 
ng the rate of administration of nikethamide produced no 
improvement. Artificial ventilation by positive pressure 
through a tracheostomy reduced the pCO: to 60-73 mm. 
Hg, but the hypotension persisted and he died. Necropsy 
was not performed. 


Discussion 


These observations show that nikethamide can over- 
come the respiratory depression in patients with acute 
ventilatory failure due to O, administration. They do 
not, however, suggest that this drug can be used with 
ease or confidence in routine practice. The quantities 
required are very large and the rate of administration 
is very critical. *« The effects of overdosage, although 
short-lived, are distressing and obviously put a con- 
siderable additional strain on already very ill patients. 
Unpublished observations by Dornhorst and Laurence 
(personal communication) are in agreement with these 
findings. The hypotension in the second patient may 
have been due to the drug. Less-detailed observations 
on two further patients have confirmed that the margin 
between the dose which stimulates the breathing and 
that which causes distress is narrow and difficult to 
judge. We nevertheless feel that the intermittent admin- 
istration of nikethamide is of value, particularly to 
stimulate coughing, in patients with ventilatory failure 
due to chronic lung disease in whom O, is essential. 
The depressant effects of O, can be largely avoided by 
improved methods of O, administration (Campbell, in 
preparation). 

Summary 

[he potential value of nikethamide, aminophylline, 
and sodium salicylate as respiratory stimulants has been 
investigated in patients with chronic lung disease and 
ventilatory failure. As a first step the effect of these 
drugs on the arterial CO, tension was measured with 
the patients breathing air. 

Aminophylline (1 g. intravenously) had little or no 
effect in six patients. 

Sodium salicylate (8 g. intravenously) produced 
significant and prolonged lowering of the pCO, in three 
patients. Reasons are given why further experience is 
desirable before using salicylate in routine practice. 

Nikethamide (2.5 to 6.25 g. intravenously) produced 
significant but very transient reduction of the pCO, in 
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three patients with moderate and severe ventilatory 
failure but not in two patients with mild ventilatory 
failure. 

Further observations are described showing that 
nikethamide can counteract the respiratory depression 
caused by O,, but also showing the difficulties and 
dangers of trying to maintain ventilation by the 
continuous administration of this drug. 


We thank Professor A. Kekwick, Dr. J. D. N. Nabarro, 
Dr. F. H. Scadding, and Dr. A. Willcox for permission to 
study patients admitted under their care. 
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The bacteriological findings in tuberculous lesions 
resected from 100 consecutive patients, related to the 
type of chemotherapy given before operation, have 
already been described (Bottrill and Edge, 1957). The 
recovery of positive cultures, the incidence of bacterial 
resistance, and the surgical morbidity and mortality 
were very much greater in patients who had interrupted 
or inadequate chemotherapy than in those who had 
“ satisfactory ” chemotherapy, according to the regimes 
recommended by the Medical Research Council (1952, 
1955). 

The purpose of this paper, which describes the 
experience of these 100 and our next 70 consecutive 
patients whose resected specimens were examined 
bacteriologically, is to correlate the laboratory findings 
with the subsequent clinical course of the patients ; and 
to assess the value of these findings in defining the 
place of resection in the management of pulmonary 
tuberculosis at the present time. 


Clinical Material 

[his series of 170 consecutive patients has been 
followed up from fifteen months to four years after 
resection. They are divided into two groups according 
to the type of antibacterial treatment given. Group | 
(satisfactory chemotherapy) comprised 95 patients who 
had continuous treatment, in one course of at least 
Six months before oper: ration, in the following minimal 


*From a paper presented to the “ North- West Thoracic Society 
at Aintree Hospital, Liverpool, on April 16, 1958 
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daily dosage with at least two of the three standard 
drugs: streptomycin, 1 g., with isoniazid 200 mg. : 
isoniazid, 200 mg., with P.A.S. 10 g. ; streptomycin, | g., 
with P.A.S. 15* to 20 g. Group 2 (unsatisfactory 
chemotherapy) consisted of 75 patients who were given 
treatment falling short of that laid down for Group | 
(either single drug or intermittent regimes, or repeated 
short courses). 
Extent of Disease 

Table I shows a higher proportion of patients with 
cavitation greater than 5 cm. in group 2 (35%) than in 
group | (14%); similarly, 39% of patients in group 2 
had four or more zones involved by disease, compared 
with 28% in group 1. 


TaBLe I.—Extent of Disease 


Total Cavity 








. . Zones . 
> > 
Diameter | Group | | Group 2 | Invotved | Group 1 | Group 2 
Less than 2 cm. 4% | 4% 1 ; 17% 4% 
2 to Scm. 72% | 61% 2103 55% 57% 
More than 5 cm 14% 35% 4 or more 28°/ | 39% 
! 





These figures suggest that selection may have a 
bearing on the results, as the patients who had 
unsatisfactory chemotherapy also had more extensive 
disease. We believe that this is not so, because: (1) 
None of the 13 patients in group | who had cavitation 
greater than 5 cm. produced culture-positive specimens, 
whereas the specimens of 65%, (17 of 26) of those with 
similar cavitation in group 2 proved to be culture- 
positive. (2) Many of the patients in group 2 had 
relapsed, and thus developed more extensive disease or 
larger cavities—an occurrence which might have been 
preveated, at least in a proportion, by giving adequate 
and continued chemotherapy in the first instance. 


The age distribution in the two groups is similar. 


Bacteriological Findings 
[The routine of examination and bacteriological 
technique, and the criteria for resistance, were as 
described by Bottrill and Edge (1957). 
Table II shows that only 15% of specimens were 
culture-positive in group 1, compared with 52% in 
group 2. In contrast, the incidence of patients whose 


TaBLe Il.—Bacteriological Findings in 170 Resected Specimens 








! 

j Group |! Group 2 
Culture positive 18% 52% 
Smear positive, culture negative | 52% | 33% 


and culture negative 33°, 
! 





lesions proved smear- and culture-negative was twice 
as high in group 1 (33%) as in group 2 (15%). 

52% of group 1 and 33%, of group 2 specimens were 
smear-positive but culture-negative. The significance 
of these visible but evidently non-viable bacilli is not 
yet proved, though current opinion tends to the view 
that they are probably dead (F. W. Turnbull, 1958, 
personal communication). 


Sensitivities of Specimen Cultures 


Group I.—Of the 14 culture-positive specimens only 
4 were fully sensitive; 3 were resistant to all three 
drugs ; and 7 were resistant to one drug only. It is of 


*The Medicai Research Council (1952) demonstrated that 
20 g. of P.A.S. with streptomycin 1 g. daily is adequate in 
preventing emergence of resistant strains, but that 10 g. is 
inadequate. Intermediate doses were not investigated. Many 
of our patients could not tolerate 20 g. of P.A.S. and were given 
the maximum tolerated dose, usually 15-18 g. 


interest that one specimen showed total, and three 
partial, resistance when no positive had ever been 
recovered from the patient, in spite of adequate investi- 
gation. This development of bacterial resistance during 
satisfactory chemotherapy might be explained in either 
of two ways. Firstly, the patient could have been 
infected de novo with primarily resistant organisms ; 
such resistance was found in some 5% of untreated 
patients by Oakley, Warrack, and Batty (1954) and by 
Selkon (1958). Secondly, we are not certain that all 
these patients were in fact taking their P.A.S., as this 
feature was not specifically investigated by us ; the work 
of Dixon, Stradling, and Wootton (1957) demonstrated 
that this may be an important factor. 

Group 2.—Positive cultures were recovered from the 
specimens of 39 patients: only 5 of these were sensitive 
to all three drugs, 15 were resistant to all three, 13 were 
resistant to two, and 6 resistant to one. 

The sensitivity levels on comparing the specimen 
cultures with the pre-operative cultures were remarkably 
consistent in both groups. The association of drug 
resistance with the recovery of positive cultures is 
confirmed. 


Indications for Resection in the Light of the 
Bacteriological Findings 


Group 1.—Of the 95 patients, 31 had smear- and 
culture-negative specimens; in these, it seems that 
surgery was not required. 50 specimens were smear- 
positive but culture-negative, so that surgery was only 
doubtfully necessary. 14 were culture-positive, of whom 
4 were fully sensitive and would no doubt have 
responded to continued chemotherapy; 3 were fully 
resistant, so that surgery was indicated because further 
help could not be expected from continued antibacterial 
treatment ; and 7 showed partial resistance, surgery 
being only doubtfully necessary, as improvement might 
have continued on a three-drug regime. Because pre- 
operative cultures were consistently negative, bacterial 
resistance was not recognized in four patients until 
specimen cultures were examined. In the absence of 
surgery these patients would have carried a high risk 
of relapse, which could not have been predicted. 

Group 2.—Of the 75 patients, the cultures of 11 were 
smear- and culture-negative, suggesting that surgery was 
not necessary: 25 were smear-positive but culture- 
negative, so that surgery was only doubtfully necessary. 
There were 39 with positive cultures, of which 5 were 
fully sensitive and therefore did not require surgery ; 
15 were totally resistant and definitely required surgery ; 
whilst the remaining 19 were partially resistant, the 
position remaining uncertain. 


Follow-up 


Follow-up of the 170 patients for fifteen months to 
four years after operation showed that 94 of group | 
are well, none has active disease, and there has been one 
death (Table IID. In contrast, 62 patients in group 2 
remain well, 6 (8°%,) have active disease, and 7 (9%) are 
dead. Thus the giving of inadequate chemotherapy 


TABLE III.—Follow-up of 170 Patients (15 Months to 2 Years, 59; 
2 to 3 Years, 66; 3 to 4 Years, 45) 








Group 1! Group 2 

Sees oF a ee 62 (83%) 
Disease still active ny i —_ 6 (8%) 
ead wn - 1 7 (9%) 
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has been followed by death, or failure to control the 
disease, in 17% of the patients in group 2, in contrast 
with a 1% mortality in group 1. 

Of the six patients who still have active disease in 
group 2, one had fully sensitive organisms, but stopped 
his drugs three months after operation; one had 
organisms resistant to all three ; and the remaining four 
had organisms resistant to two antibiotics. 


Mortality—The one death in group 1 occurred in a 
patient with sensitive organisms, a man of 55 who died 
suddenly of acute dilatation of the stomach the day 
after operation. The organisms of six of the seven 
patients who died in group 2 showed significant 
resistance. One died of uncontrollable haemorrhage 
after a lobectomy, believed to be due to hypopro- 
thrombinaemia, and one died during operation of 
ventricular fibrillation. The other four died of 
tuberculous complications (broncho-pleural fistula in 
two, and uncontrollable spread of disease in two). The 
specimen of the seventh patient, who died of respiratory 
insufficiency, was culture-negative. 


Discussion 

The high incidence of bacterial resistance in the 
culture-positive specimens very strongly suggests a 
causal relationship. It appears that the principal 
indication for resection is the persistently positive 
sputum culture where bacterial resistance has been 
demonstrated ; notwithstanding that a small proportion, 
less than 5%, of patients having good chemotherapy 
may develop resistance which cannot be recognized as 
clinically their cultures remain negative. 

Patients showing bacterial resistance are widely 
recognized as carrying an increased risk of complications 
following surgery ; so that further assessment is required 
of the value of antibiotics, other than the three standard 
ones, as effective cover for resection in this type of case. 

The results of continued satisfactory chemotherapy, 
followed by resection during the first course of treat- 
ment, are excellent; on the bacteriological evidence, 
however, it appears that operation was definitely 
necessary in only 3, and probably necessary in another 
7, of the 95 patients so treated. 


Summary 

The bacteriological findings in resected tuberculous 
lesions from 170 consecutive patients are described ; the 
recovery of positive cultures with resistant organisms, 
the surgical mortality, and the continued activity of the 
disease were all substantial in patients having prior 
chemotherapy falling short of the standards laid down 
by the Medical Research Council. In contrast, there 
was only one surgical death and no other morbidity in 
patients having satisfactory chemotherapy. 


The bearing of the findings on the indications for 
surgical resection is discussed. 


Our thanks are due to Mr. J. S. Glennie and Mr. P. 
Jewsbury, who operated on the patients. The expenses of 
the work were defrayed by a grant from the Research 
Subcommittee of the Manchester Regional Hospital Board. 
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Ever since its first description by Sen (1887), cirrhosis 
of the liver in infants and young children has been 
extensively reported from all parts of India. There is. 
however, no authentic report from the Province of 
Punjab, where Jelliffe et al. (1957) believe it to be rare 
The object of the present paper is to focus attention on 
certain clinical aspects of the disease as seen in this 
province and to elucidate certain points of its aetiologs 


Methods and Material 


Thirty-three cases admitted over a period of about 
one and a half years were studied. Investigations on 
each case included a thorough history and physical 
examination, liver-function tests, needle biopsy of the 
liver, and tests for evidence of haemolytic disease. 

All the cases included in this series conformed to the 
definition of the disease enunciated by the liver diseases 
subcommittee of the Indian Council of Medical Research 
(1955): “ Infantile cirrhosis of liver is a disease peculiar 
to India, affecting infants and young children, with « 
tendency to run in families. It is characterized in the 
early stages by enlargement of the liver, which is felt to 
be hard, and usually also of the spleen, with ascites and 
vague symptomatology, course variable but generally 
rather slow and termination usually fatal. Its aetiology 
is unknown.” Cases with a definite aetiology like 
congenital syphilis, infective hepatitis, rhesus 
incompatibility, or various inborn errors of metabolism 
were not included. 


Observations and Comments 


Age and Sex Incidence.—Patients varied in age from 
9 months to 7 years, being predominantly confined to 
the 1-3 years age group. All but three were males 
This significant male preponderance is in striking 
contrast to the hospital admission for other diseases, and 
agrees with the findings of Srivastava and Aikat (1954) 
and Mukherjee er a!. (1954). However, Achar and Raju 
(1951) observed no difference in incidence in the two 
sexes. 

Racial and Religious Factors.—This report covers a 
geographical area which is predominantly inhabited by 
Sikhs in the villages, yet only 7 out of 33 patients were 
Sikhs. The rest were Hindus, out of whom as many 
as 20 were confined to a particular sect, Aggarwal Bania 

-a strictly vegetarian community for generations. 

Family History —More than one sibling in the family 
was affected in 11 cases (33%). This is within the 
previously reported limit of 20-40%. 

Clinical Features—The majority of cases could be 
classified clinically into two groups—acute and subacute 
The acute type had a superficial resemblance to the 
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Camparison of Acute and Subacute Group of Cases 

















| Total Average Sex Racial Famil ha ; . i 
No. Age Ratio Factors History Clinical Features Histopathology Prognosis Eine, 
- —+}. | 
Acute .. 13 1-28 years} 10 M Sikhs, 5 Nil Acute hepatocellular More of eosinophil Uniformly | Viral ? 
3 F Hindus, 8 failure clumping and inclusions poor 
Subacute 20 | 2-40 years; All male Sikhs, 2 55% Subacute Usual portal cirrhosis Guarded Hereditary 
indus, 18 hepatosplenomegaly genetic 
! 














acute stage of veno-occlusive disease, but was clearly 
distinguished from the latter by the subsequent course 
of the disease, by an invariably unfavourable prognosis, 
and by the histopathological features. Patients in this 
group had a short history, were of comparatively young 
age, and had a negative family history. The clinical 
picture was that of acute hepatocellular damage like a 
fulminant case of infective hepatitis. Prognosis was 
grave, most of these patients dying of liver failure. The 
subacute group consisted of older children. Most of 
the cases occurred in a particular sect of the Hindu 
community. A history of similar illness in other siblings 
of the family was frequent. Hepatosplenomegaly was 
present, but hepatocellular failure was not very 
advanced. The prognosis of this group was also grave, 
most patients passing to an advanced stage of liver 
failure, but some of them recovered. The two groups 
are compared in the Table. 
Histopathology.—Histopathological data regarding 
infantile cirrhosis is rather scanty, because very few 
post-mortem examinations are permitted. In the present 
material liver biopsy was performed in 22 cases and 
evidence of cirrhosis was seen in 19. The histopatho- 
logical findings were similar to those described by 
the Indian Council of Medical Research subcommittee. 
The initial lesion was probably a degeneration of liver 
cells, which had a vacuolated appearance, many of them 
showing typical eosinophil clumping in the cytoplasm. 
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Showing structural disorganization of lobular pattern. 


Other cases showed more definite inclusions. These 
two types of changes were thought to be specific to the 
lesion of infantile cirrhosis. Subsequent to initial 
degeneration of liver cells, there was structural 
disorganization of lobular pattern (see Fig.) with 
consequent disturbances in the intralobular circulation. 

Aetiology.—Cirrhosis in infants and children is 
common throughout India, though less so in the well-fed 
northern state of Punjab than in other provinces, such 
as Bengal and Madras. However, the aetiology of the 


condition remains obscure. The currently accepted 
hypotheses regarding its aetiology pertain to toxic, 
infective, and nutritional factors. The toxic factors 
are classically seen to operate in the veno-occlusive 
disease described in Jamaican children (Stuart and Bras, 
1957). In the childhood variety of Indian cirrhosis 
there is usually no history of consumption of toxic 
alkaloids. The characteristic histopathological feature 
of occlusion of hepatic veins is also not seen in Indians. 
This has been confirmed by the Indian Council of 
Medical Research subcommittee. In the present material 
not a single biopsy specimen showed histopathological 
features of veno-occlusive disease. The subacute group 
of cases in this series present a number of features— 
namely, the high incidence of family history, frequent 
occurrence in a particular group of individuals, and 
predominance in males—which lead us to agree with 
Merchant (1952) that the disease is inherited as a sex- 
linked condition in most cases. The acute variety, 
however, probably has a different aetiology, and the 
possibility of a viral infection cannot be strictly ruled 
out. Our efforts to transmit the disease to albino rats 
from the stool filtrate of patients have not so far been 
successful. 


Summary 


A clinical study of 33 cases of infantile cirrhosis is 
described from the province of Punjab, India. Two 
clinically distinct varieties of the disease are met with. 
In one the course is acute and fulminant and the 
prognosis is invariably unfavourable. These cases occur 
at a comparatively young age, and the genetic factors 
are not important in their aetiology. The second type 
of the disease occurs in older children, and the clinical 
picture is limited to hepatosplenomegaly for a 
considerable time before liver-cell failure supervenes. 
This disease occurs particularly in the Hindu Bania sect, 
and genetic factors are predominant in its aetiology. 
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The new Centre for Watch Cybernetics, established at 
Maiche, Le Doubs, the heart of the French watch industry, 
will train specialists for automation and cybernetics. Its 
laboratories will also study other products, including those 
of the surgical instrument industry (French Science News 
1958, No. 2, Ministére des Affaires Etrangéres, Paris). 
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It was shown in the report of the Goitre Subcommittee 
of the Medical Research Council (Murray, Ryle, 
Simpson, and Wilson, 1948) that although the incidence 
of endemic goitre in adults was decreasing in many 
areas there were other areas in this country in which the 
incidence of thyroid enlargement in children remained 
very much above normal. The enlarged thyroid gland 
in childhood and goitre in adults are the result of the 
body’s efforts to maintain thyroid horn.one production 
whenever dietary iodine is insufficient or when goitro- 
genic substances in foodstuffs prevent the utilization of 
iodine by the gland. Such enlargement is prevented by 
the administration of extra iodine. Genetic factors 
influencing the synthesis of thyroid hormone may also 
cause thyroid enlargement, but such conditions are rare. 
The enlarged gland in adolescence is often regarded as 
a normal physiological response because it diminishes 
and disappears at about the age of 20. There is no 
doubt, however, that, in regions where the incidence of 
enlarged thyroid gland in adolescents is high, goitres 
also occur more often in adults (Stocks, 1927). 


Present Investigation 


It was of interest, therefore, to be able to examine 
the thyroids of schoolchildren in North Oxfordshire, 
where it h=¢ been shown in the previous survey that 
the incidence of enlargement was much higher than 
normal (Murruy et al., 1948). 

The area in question lies on a belt of limestones and 
marls extending through the county from Witney to 
Banbury. It is typical of many such areas in this 
country in that the amount of iodine in the soil and 
circulating water is low. For instance, our estimations 
show that the water drawn from the local wells contains 
from 0.6 to 3.9 wg. of iodine per litre; a level below 
3 to 5 wg./l. is generally regarded as goitrogenic 
(McClendon and Williams, 1923). Owing to its high 
calcium content the water is hard, and such water is 
believed to interfere with the utilization of iodine 
(Taylor, 1958) 

The thyroids of schoolchildren in the same schools 
in North Oxfordshire which were surveyed in 1944 
have been examined for enlargement. The same 
method of examination and _ classification used 
previously has again been used (Murray et al., 1948). 
The results showed a significant increase (26.9% to 
40.4%) in the number of children with an enlarged 


thyroid gland. In several schools the areas from which 


the children were drawn had changed since 1944, and 
further inquiry was based on Hook Norton, where 
the supply area had not changed. It was found that the 
mean percentage incidence of visible enlargement of the 
thyroid gland amongst Hook Norton children had 
remained high, at 46% 


(formerly 38%). Amongst a 


comparable group of Oxford City children the incidence 
was 6%—that is, near the normal limits for adolescence, 
which is about 3% (Murray et al., 1948). Hook Norton 
residents (popula- 
tion 1,153) who had 
taken part in the 
1944 village goitre 
survey were re- 
examined. Six per- 
sons who in 1944 
had shown thyroid 
enlargement now 
had obvious goitre, 
one with nodules 
and the symptoms 
of toxic. goitre 
(tachycardia, slight 
exophthalmos, and 
tremor). Five others 
who had persevered 
with the advised use 
of iodized salt were 
now free of thyroid 








enlargement. Two 
large cystic goitres 
were again noted in 
familial groups who had lived a “closed community ~ 
life ; the photograph of one such case is shown above. 


A large cystic goitre in a man who 
lived a “ closed community "’ life. 


Sources of Iodine 


The main sources of iodine in the dietary, apart from 
sea fish, are milk, vegetables, and cereals (von 
Fellenberg, 1926). The iodine in drinking-water 
contributes to a lesser degree directly but influences 
the iodine content of locally grown farm produce 
(Remington, Culp, and von Kolnitz, 1929). Of the 100 
to 150 »g. of iodine needed daily to maintain good 
health, about one-half to one-third may be derived 
from milk. Samples of milk from North Oxfordshire 
have therefore been compared with those from a known 
high iodine area in Essex, where the drinking-water ot 
the cattle contained from 18 to 120 pg. of iodine per 
litre. Information from farmers included feeding plans 
for both summer and winter. There was no significant 
difference between the iodine contents of milks frem the 
three areas, but there was a marked difference between 
the summer and winter samples. The amount of iodine 
present was lowest in summer, when little or no 
concentrates were fed. (Summer milk contained from 
8 to 56 ug. of iodine per litre ; mean 20 pg.: winter milk 
from 11 to 150 »g.; mean 60 pg.). In some cases when 
iodine supplements were fed to the cattle the iodine 
content of the milk was increased by a factor of twenty. 
An experiment on the effect of iodine-containing 
fertilizers on the iodine content of milk is at present in 
progress. 

The daily intake of iodine in milk from farms in the 
Hook Norton area is at the most about 50 wg. a day in 
winter and considerably less in summer. Very little 
sea fish is readily available, and most of the vegetables 
are grown locally. Mains water has recently been 
supplied to Hook Norton village, and contains from 
2 to 5.5 pg. of iodine per litre, depending on the 
mingling of the different sources from which it is 
derived. Some people continue to use local well water. 
which is very low in iodine (0.6 jg./1.) and often 
bacteriologically impure. Thus the iodine available in 
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the locality of Hook Norton must be about 60 yg. daily 
in winter and less in summer. It is thus approaching the 
goitrogenic level, and this, coupled with the hardness of 
the drinking-water and its possible bacterial contamina- 
tion (cf. McCarrison, 1913), is probably sufficient to 
explain the observed high incidence of thyroid 
enlargement. In Oxford City, where the incidence of 
enlarged glands is about normal, the water contains 4 
ug. of iodine per litre and the dietary is urban. 

The Committee on Nutrition of the British Medical 
Association (1950) supported the recommendation of 
the Goitre Subcommittee of the Medical Research 
Council that the bulk of common salt in this country 
should be iodized by the addition of 1 part of potassium 
iodide or-iodate to 10,000 parts of salt. All practical 
difficulties in the way of this, such as assay procedure, 
stabilization of packeted salt, dangers of overdose, have 
now been overcome. Experience in many parts of the 
world (McClure, 1934 ; Kimball, 1946) shows that this is 
the most practical method of goitre prophylaxis, and 
there is no reason to doubt that it would not be 
effective in rapidly reducing the high incidence of 
thyroid enlargement in schoolchildren of North 
Oxfordshire. Taylor (1958) in discussing the evolution 
of toxic goitre from simple nodular goitre has pointed 
out that the cost to this country of not using iodized 
salt must be immense if calculated in terms of the 
demands made on the medical services and by the loss 
of working-time. 


Summary 


A survey of thyroid enlargement in schoolchildren 
in North Oxfordshire has been made. The mean 
incidence of enlargement is 40% compared with 6% in 
Oxford City, and has increased from 27% since 1944. 

The high incidence of thyroid enlargement is related 
to the low iodine content of the dietary and is possibly 
aggravated by the goitrogenic effects of hard water. 

The iodine content of milk from farms in low and 
high iodine areas was found not to be significantly 
different. There was, however, a significant difference 
between winter and summer milk (20 ng. compared with 
60 »g./l.). The higher content of iodine in winter milk 
can be attributed to the feeding of winter supplements. 

It is suggested that there is a strong case for the 
prophylactic administration of extra iodine, especially in 
low-iodine areas. This is best given in the form of 
iodized salt. 


Thanks are due to the Education and Health Authorities, 
Oxfordshire County Council, and the Oxford City Borough 
Council for facilities for examinations in schools. Help in 
obtaining samples of water and of milk was given by the 
following: in Oxfordshire, the County Milk Production 
Officers, the Water Engineer, Banbury, and the Geological 
Survey: in Essex, the county milk production officer, the 
Stock Farm Livestock Research Station, and the county 
medical officer of health; in Glamorgan, the M.R.C. 
Pneumoconiosis Research Unit. We are indebted to 
Professor H. A. Krebs, to Professor Margaret Murray, and 
to Dr. W. R. Trotter for advice; and to ‘the Nitrate 
Corporation of Chile and the Rockefeller Foundation for 
financial support. 
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QUINIDINE POISONING AS A CAUSE 
OF GENERALIZED MUSCLE WEAKNESS 


BY 


PETER L. COLVILLE, M.B., B.S. 
Medical Supervisor, Poliomyelitis Division, Department 
of Health, Melbourne, Australia 


As I have been unable to find any reported cases of 
muscle weakness following the therapeutic use of 
quinidine, the following record may be of interest. 


Case History 


A male child, born on February 19, 1952, was seen for 
the first time on August 28, 1957, with recurrence of 
intermittent generalized weakness. His weight was 41 Ib. 
(18.6 kg.). His present illness had begun with weakness of 
the right leg, for which the parents sought medical advice 
on August 24. This weakness progressed during the next 
week to a generalized weakness not specifically isolated to 
any muscle group or having any particular central or 
peripheral distribution. There was no history or clinical 
evidence of an acute infection, and he was admitted to 
hospital for investigation as a possible case of poliomyelitis 
or polyneuritis. Investigations, which included lumbar 
puncture and virus cultures, were negative, and the child 
improved in hospital and was discharged apparently well 
but undiagnosed. 

At home he reverted to his previous state, and the salient 
feature of the history at this stage was the day-to-day 
fluctuation in severity of paresis, varying from disinclination 
to move in bed, complete inability to stand, and requiring 
to be fed, on the one hand; to near normality on the 
other. 

When first seen by me, on August 28, he had obvious 
generalized weakness, but not of great severity. His 
general appearance suggested a myasthenia gravis (although 
there was no ptosis). The weakness increased rapidly with 
fatigue testing of any muscle group. 

There had been repeated attacks of paroxysmal 
tachycardia of distressing frequency and duration, for which 
no simple reflex inhibition had been found. Investigation 
had shown a diffuse cardiac enlargement of undetermined 
origin, and a Wolff—-Parkinson-White syndrome was 
confirmed by electrocardiogram. 

Digitalis, + gr. (30 mg.), and quinidine, 14 gr. (0.1 g.), 
t.d.s. had failed to prevent attacks, but when the quinidine 
was increased to 3 gr. (0.2 g.) t.d.s., early in July, 1957, 
complete prevention of attacks was obtained. This dosage 
was maintained (with the exception of one week from July 
10, when it was stopped during a minor illness) up to 
August 29, 1957 (including the whole of the period of 
in-patient investigation, mentioned above). 

Quinidine was withdrawn on August 29, and improve- 
ment began within 24 hours, with complete recovery of 
muscle function in five days. When quinidine was 
recommenced, muscle weakness recurred, and was severe by 
the fifth day. Unfortunately it was not possible to do any 
biochemical tests. Of particular interest would have been 
blood quinidine levels and sodium and _ potassium 
biochemistry. It was noted, however, that weakness war 
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much greater at a low fluid intake than on high fluid intake 
—probably the reason for improvement during the earlier 
hospital admission. 

Quinidine was then totally withdrawn and there had been 
no further symptoms of muscle weakness up to December, 
1957, when the patient was last seen. To date the frequency 
of attacks of paroxysmal tachycardia has not caused anxiety. 

The Table shows the results of fatigue testing on some 
muscle groups five days after quinidine had been withdrawn 
and on the fifth day after full dosage had been resumed. 
There was no detectable change in vital capacity. 


Results of Fatigue Testing 


5 Days After 9 er. 








Following 
Withdrawal (0-6 g.) of Quinidine 
of Quinidine Daily Recommenced 





Test — 
Possible Frequency Before Weakness 
| Prevented Further Repetition of Test 














Standing on one leg from sittingon | Right 6. Left 3 | Both legs together 

12-in. (30-cm.) stool | only 
Biceps lift 14 Ib. (680 g.) . . » 24 ,, 19] Right 2. Left 4 
Rise on one toe (i.c., ection calf). DS 14. » 14 - > oo & 
Triceps lift—i4 Ib. (68 ane il. a - Ss, = = 
Deltoid to full nnd Ib. » 20. ,, 20] Not at all 

(113 g.) 

Discussion 


The mechanism of action of quinidine in the above 
case is not clear, but there are some reported studies 
which would suggest possible modes of action. One 
possibility is that quinidine acts at the motor end-plate 
by interfering with the acetylcholine mechanism. This 
may correlate with the recognized potentiating effect of 
quinine in myasthenia gravis. 

Another possible mechanism which has received much 
attention recently is the effect of quinidine on ionic 
transfers across the cell membrane (Holland, 1957; 
Karki et al., 1957). It seems that quinidine, at 
concentrations comparable to those which might be 
expected in the above case, greatly inhibits both sodium 
and potassium shifts across the cell membrane. This 
applies both in restoration of a distributed normal 
equilibrium and also in the ionic shifts associated with 
depolarization, such as by acetylcholine. Presumably 
if these effects are pressed to a sufficient extent it will 
not be possible to disturb the ionic balance rapidly, as 
is required in muscle action, and paralysis will therefore 
occur. 

However, if this explanation holds for quinidine action 
on cardiac muscle in arrhythmias, it is remarkable that 
the effect noticed in this case is so unusual considering 
the repetition rate of skeletal muscle action (5-10 per 
second even at minimal activity) compared with the 
cardiac rate. 

If the mechanism of action is by disturbance of 
the balance between intracellular and extracellular 
electrolytes associated with a raised intracellular sodium 
level, this may be comparable to the mechanism 
described by Conn ef al. (1957) in periodic paralysis. 
The distribution of weakness in the case described 
has a closer similarity to this disease than it has to 
myasthenia gravis. 

The ability of quinine to suppress muscle cramp may 
have a similar explanation to the mechanism of paralysis 
in the case described. 
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Allergic Primary Pulmonary Aspergillosis 
and Schonlein-Henoch Purpura 


Pulmonary aspergillosis is a clinical classification which 
at times has been loosely applied to lung disease where 
the fungus has been recovered in the sputum. However, 
the presence of aspergillus in the sputum alone may be 
of little significance in arriving at a diagnosis (Moolten, 
1938 ; Van Ordstrand, 1940; Donaldson ez al., 1942; 
Coe, 1945 ; Delikat, 1955), for such fungus may originate 
in the nasal sinuses. A certain diagnosis can be 
established only with the recovery of aspergillus in 
secretion trapped at bronchoscopy (Stevenson and Reid, 
1957) or tissue biopsy (Hiddlestone ef al., 1954) or at 
necropsy. A futher complication lies in the ambiguous 
use of the term “ pulmonary aspergillosis” in cases 
where the fungus is a harmless commensal leading a 
saprophytic existence in a lung already damaged by 
bronchiectasis, tuberculosis, bronchial carcinoma, or 
pneumoconiosis (Heppleston and Gloyne, 1949). In this 
connexion massive doses of antibiotics are stated to 
predispose to the growth of such fungi (Abbott er ai.. 
1952; Darke et al., 1957). The term pulmonary 
aspergillosis should therefore be exclusively reserved for 
conditions where the fungus is primarily responsible for 
the patient's ill-health. Many such authenticated cases 
are to be found (Hetherington, 1943 ; Gerstl et al., 1948 : 
Hertzog et al., 1949; Hinson ef al., 1952 ; Hiddlestone 
et al., 1954), and at least four distinct varieties of primary 
pulmonary aspergillosis are described: (1) mycetoma 
or granuloma, (2) septicaemia (Just, 1931), (3) broncho- 
pneumonia, and (4) allergic. 

The following case history demonstrates the bizarre 
clinical pattern exhibited by a boy who suffered from 
the allergic type of pulmonary aspergillosis. 


Case REPORT 


The patient, a boy aged 154, had been well until the age 
of 4 years, when he developed bronchial spasm. Minor 
attacks of a similar nature occurred intermittently until he 
was 12, when after a minor haemoptysis and wheezing his 
chest was x-rayed but failed to show any radiological! 
abnormality. He remained in good health until 15 years 
of age, when he began to lose weight, felt fatigued, and 
was slightly short of breath on exertion. About this time 
he began to expectorate up to a quarter of a cupful of thick 
green sputum which contained yellow-brown hard plugs 
that could be crushed to the consistency of toothpaste. He 
visited a mass miniature radiography unit and was found 
to have bilateral shadowing in both lung fields. 

In view of his symptoms and the radiological shadows 
he was admitted to hospital. On examination he was found 
to be non-toxic and almost afebrile apart from occasional 
spikes of temperature (99° F.—37.2° C.). A series of 25 
sputa were negative for acid-fast bacilli on direct examination 
and culture, though eosinophils were repeatedly found in 
large numbers. His Mantoux test 1:100 was only faintly 
positive, and a haemogram showed a persistent eosinophilia 
of 16-22%. Intradermal tests for allergens were negative 
apart from a faint response to mixed pollens. His maximum 
voluntary ventilation was 35 litres a minute. Throughout 
his three months in hospital the radiological shadows 
migrated to every zone of his lung fields—clearing and 
recrudescing in a dramatic fashion. Pulmonary eosinophilia 
was diagnosed, antispasmodics and prednisolone were given. 
and he was discharged in good health, 
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One month later he was readmitted suffering from cough, 
dyspnoea, bronchial spasm, and fatigue, with radiological 
evidence of a lung abscess in the right upper lobe. His 
sputum was examined for fungi, and eight consecutive 
specimens were loaded with Aspergillus fumigatus. The 
bronchial secretion which was aspirated at bronchoscopy 
contained A. fumigatus. A blind biopsy taken from the 
lower lip of the right upper lobe bronchial orifice showed 
chronic inflammatory cell infiltration predominantly 
eosinophilic in nature. Intradermal tests for all allergens 
and moulds, including A. fumigatus, were repeated, again 
with negative results (Hinson ef al., 1952). A diagnostic 
inhalation of A. fumigatus was given as an aerosol, and 
after 15 seconds a violent attack of status asthmaticus 
occurred which had to be aborted by adrenaline. Therapeutic 
inhalations of brilliant green 1:500,000 supplemented by 
two courses each of 7,000,000 units of nystatin and 
prednisolone were given. His health rapidly improved, 
treatment was discontinued, and he was discharged home. 

Four months later he was once again admitted to hospital 
with a pyrexia of 100° F. (37.8° C.), bronchial spasm, cough, 
and haemoptyses which lasted for 10 days. A _ fresh 
development was swelling and extreme tenderness of the 
ankles, knees, wrists, and left shoulder-joint. About this 
time symmetrical purpuric spots appeared over the extensor 
aspects of his thighs, arms, and the lower third of his legs. 
The above symptoms were accompanied by recurrent 
episodes of severe nausea, vomiting, and abdominal colic 
with tenderness and slight rigidity. These attacks required 
repeated injections of morphine and atropine. for relief. A 
diagnosis of Schénlein—Henoch purpura was now made. 

Urine examinations showed a trace of albumin but no 
erythrocytes or casts were ever detected. All haematological 
findings were negative apart from a persistent peripheral 
eosinophilia, and A. fumigatus was again found in his 
sputum on a number of occasions. On pulmonary 
examination crepitations were audible in different zones of 
the lung fields corresponding to the fresh migrating radio- 
logical pulmonary shadows. The Schénlein—Henoch 
purpura responded extremely well to prednisolone therapy. 

Once again the patient was treated with two courses of 
aystatin and prednisolone. The latter has been continued 
in a maintenance dose of 5 mg. twice a day supplemented 
by an injection of 20 units of corticotrophin once a month. 
A year later the boy remained in good health and at work. 
Repeated sputum examinations have proved negative for 
fungi and eosinophils and the eosinophil {evel of his 
haemogram remains within normal limits. However, serial 
chest radiography has occasionally demonstrated transient 
migrating, though smaller, opacities in both lung fields. 


COMMENT 


Schénlein-Henoch purpura is an acute disorder 
clinically characterized by a specific recognizable 
exanthem, gastro-intestinal symptoms, painful swollen 
joints, a frequently associated haematuria, and a 
tendency to recurrence of one or more of this triad of 
symptoms (Gairdner, 1948). Though the aetiology 
remains obscure (Davis, 1948), there is ample evidence 
that the condition is due to a hypersensitive reaction to 
an allergen which may be bacterial, non-bacterial, or 
antibiotic. Occasionally the allergen may be an article 
of food (Ackroyd, 1953). Jensen (1955) suggested that 
in this condition the degree of renal disorder depends on 
the nature of the allergen. If bacterial it may simulate 
acute glomerulonephritis, whereas in non-bacterial 
types the kidney lesion may be absent. 

The above case showed no definite evidence of renal 
involvement, though a trace of albumin was present on 
several occasions. In this connexion Cohen (1957) has 
reported a typical case complicated by severe and 
progressive renal involvement in which the downhill 


course was apparently unaffected by cortisone but was 
dramatically reversed by prednisolone. A favourable 
response to steroids has been reported by some workers 
(Just, 1931 ; Adamson et al., 1953 ; Lewis and Philpott, 
1956 ; Stefanini and Martino, 1956 ; McLachlan, 1958), 
whereas others have met with disappointing results 
(Oliver and Barnett, 1955 ; Witts, 1956 ; Bywaters et al., 
1957). 

The diagnosis was established by the finding of 
A. fumigatus in bronchial secretion, the presence of 
eosinophilic cell infiltration on bronchoscopic biopsy, 
and the remarkable well-being of the patient in the 
presence of extensive migrating radiological chest 
shadows (Ross, 1951). We can find no previous mention 
of Schénlein-Henoch purpura being recorded in 
association with pulmonary aspergillosis. An interesting 
feature was the complete absence of correlation between 
skin and bronchial mucosal response to a_ specific 
allergen like A. fumigatus. 


BERTRAM MANN, M.D., B.Sc., D.P.H., F.C.C.P., 
Consultant Chest Physician. 
M. A. PasHa, M.B., B.S., 
Junior Hospital Medical Officer. 
Royal Halifax Infirmary. 
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CLINICAL REFRACTION 


The Art of Clinical Refraction. By Theodore H. 
Whittington, M.D., M.R.C.P., D.O.M.S. (Pp. 286+vii; 
illustrated. 30s.) London: Oxford University Press. 1958. 


It is not given to everyone to write the perfect book. 
The carping reviewer can always find something that 
is left out, some technique that differs from his own, 
or some illustration which could have been better 
presented. This book fulfils one criterion which is so 
often transgressed—it is written in a very agreeable 
form. Furthermore, case histories are given which 
exemplify, clarify, and, in some instances, augment 
the text. A very noticeable feature is that the principles 
of refraction are described without the multiplicity 
of formulae which makes such heavy going in some 
books. Whittington covers very thoroughly all that 
part of ophthalmology of immediate concern to the 
refractionist. He shows able restraint in not allowing 
himself to be carried away into lengthy discussion on 
cognate subjects which, of necessity, have to be 
considered. By due attention to his clear exposition of 
the limitations and the proper use of lenses as visual 
aids many pitfalls will be avoided which otherwise can 
only be learnt from a long series of dissatisfied patients. 
Practically every technique of any value in refraction 
is well and ably described. Perhaps the beginner might 
be dazed by the innumerable examinations to which a 
patient can be subjected, and wonder how they can be 
fitted into the usual time allotted for a refraction. For 
this reason it is a book of more value to one who has 
already got a fair working acquaintance with the 
subject and has the clinical knowledge to be able to 
select those investigations which are germane to each 
patient’s problems. For such the book is excellent and 
will be found to be full of good common sense and 
practical advice. It should not be bought by the 
self-satisfied clinician who regards a refraction as just 
one more chore to be got over as quickly as possible. 


J. D. MaGor CARDELL. 


REMEDYING MARITAL BREAKDOWN 


Marriage Counselling. A Description and Analysis of the 
Remedial Work of the National Marriage Guidance Council. 
By J. H. Wallis and H. S. Booker. (Pp. 313+xiii. 25s.) 
London: Routledge and Kegan Paul. 1958. 


The subtitle, “A Description and Analysis of the 
Remedial Work of the National Marriage Guidance 
Council,” indicates the nature of this book exactly. It 
is not designed for bedside reading. Rather is it a 
reference book of the highest value for all those 
interested in marriage guidance in particular and social 
work in general. It might even be regarded as an 
essential textbook for counsellors and would-be 
counsellors. 

The first part by Mr. Wallis traces the foundation and 
development of the Marriage Guidance Council in 
Great Britain, indicates the methods of selection and 
training of counsellors, and gives a good idea of their 
work and its value to the community. The second part 


consists of a detailed statistical analysis of some 25,000 
cases investigated by approximately 250 counsellors 
during the years 1952, 1953, and 1954. The findings 
are set out in 157 tables, compiled and discussed by Mr. 
The part played by such matters as economic 


Booker. 


difficulties, number of children, infidelity, and living 
conditions in causing marital breakdown is shown, and 
the outcome in the various classes indicated. Sexual 
difficulties appear more amenable to correction than 
most other causal factors. In all groups, however, the 
failure rate is high, and this must tax the patience and 
enthusiasm of counsellors. It is unfortunate that the 
end-result is not known in a relatively large number of 
cases (27-42%), but this is almost inevitable in the 
circumstances. If any adverse criticism of this book is 
deserved, it is that the outlines of illustrative cases are 
too many and too brief. Fuller accounts of a few well- 
chosen examples might be more instructive. 


T. N. A. JEFFCOATE. 


REFLECTION OXIMETRY 

A Manual of Reflection Oximetry and Some Other 

Applications of Reflection Photometry. By W. G. Zijlstra, 

M.D. (Pp. 125; illustrated. $4.75.) Assen, Holland: Van 

Gorcum, N.V. 1958. 

Workers interested in the practical application of 
oximetry will welcome this useful little book. The first 
part is devoted to the history and theory of oximetry 
and to the basic principles involved. This is followed 
by detailed operating instructions for using the 
haemoreflector, with special emphasis on the collection 
of blood samples, filling of the cuvette, and calibration. 
Useful graphs are included which illustrate the influence 
upon light reflection of haemoglobin concentration, 
erythrocyte diameter, and blood-layer thickness. The 
close agreement obtained in measuring oxygen saturation 
by haemoreflector and Van Slyke’s method is well 
shown. Oximetry by means of the cyclops oximeter 
which is fitted on the subject’s forehead is fully 
discussed and practical examples given, together with an 
analysis of the degree of accuracy and sources of error. 
The application of the catheter cuvette in the study of 
cardiac shunts is fully described. The cuvette is 
attached to the cardiac catheter, so that blood samples 
from various sites in the heart which are drawn into 
the cuvette are immediately analysed spectrophoto- 
metrically. Intracardiac pressure tracings are shown 
which demonstrate conclusively that the cuvette does 
not cause damping in the catheter system. 

The last part of the book is devoted to practical uses 
of the cyclops oximeter in physiological research and 
in monitoring oxygen saturation during thoracic 
operations. The interpretation of dye dilution curves 
is also surveyed. The book is well illustrated and 
produced, and there is an adequate bibliography at the 


end of each chapter. ee 


CO, THERAPY IN PSYCHIATRY 


Carbon Dioxide Therapy: A Neurophysiological Treatment 
of Nervous Disorders. Edited by IL Meduna, M.D. 
Second edition. (Pp. 541+xii; illustrated. £5 10s.) 
Springfield, Illinois: Charles C. Thomas. Oxford: Blackwell 
Scientific Publications. 1958. 
The appearance, within two years, of the second edition 
of this massive and expensive monograph indicates the 
enthusiastic reception and extensive application of this 
highly specialized form of psychiatric treatment in the 
U.S.A., to which no parallel can be found in other 
countries. It consists of a symposium on the subject 
organized by “The Carbon Dioxide Research 
Association Inc.,” edited by Professor L. J. Meduna, 
the original begetter of the method. Some of the 
contributions on the physiological aspects may be found 
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of interest, as also the detailed accounts of the various 
methods of administration. The section on clinical 
investigations shows widely spread enthusiasm ; claims 
are made for the efficacy of the treatment in apparently 
any and every type of personality disorder and neurosis, 
not excluding sexual deviations and stuttering. In a 
disarming chapter on its value in obstetrics, the 
administration of carbon dioxide is held to combine 
the double role of allaying apprehension and tension 
during pregnancy with anaesthesia during labour. 

The assessment of the specific value of any one form 
of psychiatric treatment is a problem of extraordinary 
difficulty and complexity. The results reported here 
lack adequate controls, and are further vitiated by 
incomplete follow-ups. They do not, however, appear 
to differ materially from the results obtained by other 
methods of treatment. No mention is made in this 


monograph of the carefully controlled experiments 
carried out in Great Britain, which arrived at the 
dispiriting conclusion that the administration of 


carbon dioxide had no _ specific therapeutic value 
(J. R. Hawking and R. W. Tibbetts, J. ment. Sci, 1956, 
102, 52). To mention this finding—which may have 
appeared too late for inclusion—is not, however, to 
suggest that the enthusiastic application of any method 
of treatment in psychiatry may not do good in certain 
hands in certain cases; especially, maybe, when the 
method of treatment is both dramatic and capable of 
repetition. The social and medical structure is so 
different in our two countries that the statement on the 
dust cover that “even very poor patients can pay for 
carbon dioxide therapy” has not the same application 
or appeal here. 
DESMOND CURRAN. 


JOHN WESLEY AS A PHYSICIAN 


John Wesley among the Physicians. A Study of Eighteenth- 

century Medicine. By A. Wesley Hill, B.A., M.B., B.Ch. 

(Pp. 135. 10s. 6d.) London: Epworth Press. 1958. 
John Wesley’s life work is part of the history of the 
English people. The fact that he was an amateur 
medical practitioner, along with many other gentlemen 
of his period, led him to help the sick poor wherever 
he could, and his little handbook of popular home 
treatment, Primitive Physick, was a perennial best- 
seller. Wesley acknowledged his indebtedness to 
medical men for much of his information and always 
advised his patients in acute and difficult cases to seek 
help from a regular physician. John Wesley among 
the Physicians has a subtitle, “ A Study of Eighteenth- 
century Medicine,” which might lead us to believe that 
it is a serious contribution to medical history. It is, 
unfortunately, the most partial and teedentious of 
sketches and can do little service to the ca > which 
it is presumably written. Dr. Wesley Hill is much less 
fair than was Wesley himself to the character and 
abilities of the medical profession in eighteenth-century 
England. By painting an impossibly black picture he 
gives John Wesley the role (one which he would surely 
have repudiated) of the greatest physician of his day, 
“the equal of Sydenham and Boerhaave.” Errors and 
inconsistencies are too numerous to mention, but those 
who are familiar with the text of Primitive Physick— 
and the book has been studied by a number of well- 
informed medical historians—must smile wryly when 
they are told, ““ Modern medicine is primitive physick 
as Wesley used the term.” 

F. N. L. Poynter. 
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BOOKS RECEIVED 


Review is not precluded by notice here of books recently received 


Thrills and Regressions. By Michael Balint, M.D., Ph.D., 
M.Sc. (Pp. 147. 18s.) London: Hogarth Press. 1959. 

A History of Neurology. By Walter Riese, M.D, (Pp. 223. 
$4.) New York: MD Publications Inc. 1959. 

Electronic Apparatus for Biological Research. By P. G. K. 
Donaldson, M.A. (Pp. 718+xii; illustrated. 120s.) London: 


Butterworths Scientific Publications. 1958. 


The New Chemotherapy in Mental Illness. The History, 
Pharmacology and Clinical Experiences with Rauwolfia, 
Phenothiazine, Azacyclonol, Mephenesin, Hydroxyzine and 
Benactyzine Preparations. Edited by Hirsch L, Gordon, 


M.D., Ph.D., F.A.P.A. (Pp. 762+xvii; illustrated. 84s.) 
London: Peter Owen Lid. 1959. 

Centaur. Essays on the History of Medical ideas. By Félix 
Marti-Ibdfiez, M.D. (Pp. 714+xvii. $6.) New York: MD 


1959. 


British Surgical Practice. Surgical Progress 1958. Edited by Sir 
Ernest Rock Cariing, LL.D., F.R.C.S., F.R.C.P., F.F.R., and 
Sir James Paterson Ross, K.C.V.O., LL.D., M.S., P.R.C.S., 
F.R.A.C.S., F.A.C.S. (Pp. ix+441+15; illustrated. 52s. 6d.) 
London: Butterworth and Co., Ltd. 1958. 


Psychology as Applied to Nursing. By Andrew McGhie, M.A. 
Foreword by Margaret C. N. Lamb, R.G.N., S.C.M. (Pp. 247 
+xii. 17s. 6d.) Edinburgh and London: E. and §, Livingstone, 
Ltd. 1959. 


General Pathology and Bacteriology for Dental Students. By 
Ronald L. Bishton, M.D. (Pp. 317+viii; illustrated. 42s.) 
Bristol: John Wright and Sons, Ltd. 1958. 


A Medical Word Finder. 


Publications Inc 


By J. E. Schmidt, 


Reversicon. 


Ph.B.S., M.D., Litt.D. (Pp. 440+xv. 57s. 6d.) Springfield, 
Illinois: Charles C. Thomas. Oxford: Blackwell Scientific 
Publications. 1958. 


Grundriss der Sozialhygiene. By Rudolf Neubert, M.D., and 
Gottfried Schrédel, M.D. (Pp. 283 + viii; illustrated. DM. 19.20.) 
Jena: Gustav Fischer. 1958. 


Aviation Medicine. An Annotated Bibliography. Vol. 2. 
1953 Literature. By A. J. Jacobius, M. J. Wilkins, L. Kassianoff, 
R. B. Slie, and S. L. Whitehead. (Pp. 354+vi.) St. Paul, Minn.: 
Aero Medical Association. 1959. 


Health in Industry. By Donald Hunter. 
4s.) Harmondsworth, Middlesex: Penguin Books. 


(Pp. 288 ; illustrated. 
1959, 


Le Cancer de la Prostate. Son Diagnostic, son Traitement 
Radiumthérapique. By Raymond Darget. (Pp. 163; illustrated. 
2,500 fr.) Paris: Masson et Cie. 1958. 


Mental Subnormality. Biological, Psychological, and Cultural 
Factors. By R. L. Masland, S. B. Sarason, and T. Gladwin. 
(Pp. 442. $6.75.) New York: Basic Books, Inc. 1959. 


The Social Impact of Bomb Destruction. By F. C._ Iklé. 
(Pp. 250+xxii; illustrated. $3.95.) Norman, Oklahoma: 
University of Oklahoma Press. 1958. 

Physiologie der Kérperfliissigkeiten. By Joseph H. Cort and 
Vladimir Fencl. (Pp. 402+xiv; illustrated. DM. 36.50.) Jena: 
Gustav Fischer Verlag. 1958. 


Management of the Newborn. By A. H. Parmelee, M.D. 
Second edition. (Pp. 368; illustrated. 64s.) Chicago: Year 
Book Publishers. Inc. London: Interscience Publishers Ltd. 
1959. 


Clinical Obstetrics and Gynecology. Vol. 1, No. 4. Symposium 
on Operative Obstetrics. Edited by J. Robert Willson, M.D. 
Symposium on Genital Cancer. Edited by Daniel G. Morton. 
(Pp. 857-1138; illustrated. $18.) New York: Paul B. Hoeber, 
Inc. Medical Books Department of Harper and Brothers. 1958. 


Pediatric Methods and Standards. 
School of Medicine, University of Pennsylvania. Editor, Fred 
H. Harvie, M.D. Third edition. (Pp. 330+vi; illustrated. 34s.) 
Philadelphia: Lea and Febiger. London: Henry Kimpton. 
1958. 


Department of Pediatrics, 


Staphylococcal Infections. By lan Maclean Smith, M.D., Ch.B., 
F.R.F.P.S.G. (Pp. 180: illustrated. 32s.) Chicago: Year Book 
Publishers, Inc. london: Interscience Publishers Limited. 1959, 
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FUTURE OF THE TUBERCULOSIS SERVICE 
The years immediately after the second world war 
saw a great revival of interest in tuberculosis. This 
was stimulated by the rise in mortality and morbidity 
in the early years of the war and by the fact that the 
increase in the notification rate was maintained in 
the early post-war years. In Scotland the mortality 
actually rose. Interest in the disease was further 
aroused by the dramatic effects of chemotherapy and, 
after the establishment of the N.H.S., by the 
appointment of many keen and highly trained 
young physicians to posts in the hospital and clinic 
services concerned with respiratory disease. It 
was soon realized that the facilities for treating 
tuberculosis were inadequate, and as a result of much 
pressure improvements were made. Mortality fell 
rapidly, but for some years there was little effect on 
notification rates. Tuberculosis beds were used to 
capacity and hospital waiting-lists remained iong. 
But three or four years ago the picture began to 
change. Instead of waiting-lists there were empty 
beds. Notification rates resumed their pre-war 
decline. The decrease has been moderate in England 
and Wales, the rates for respiratory tuberculosis 
falling from 93 per 100,000 in 1953 to 65 in 1957. 
The Scottish figures, though initially higher, have 
also declined, from 147 in 1952 to 115 in 1956 
(before the start of the mass-radiography campaign 
in Scotland on a national basis). 

A recent review’ by the Joint Tuberculosis 
Council examines how far these changes have affected 
the services for tuberculosis and other respiratory 
diseases and makes recommendations for the future. 
It is clear from this report that in-patient and out- 
patient work have been affected very differently. 
Many beds for respiratory tuberculosis have been 
closed, though, indeed, because of the much more 
rapid turnover of patients, hospital work has not 
decreased proportionately. On the other hand, the 
work of chest clinics may, on balance, have increased. 





' Joint Tuberculosis Council. A Report on the Future Service for Tuberculosis 
and Diveases of the Chest, 1958. 

® Northern Whig, December 11, 1958. 

* Central Consultants and Specialists Committee (Scotland). On the Future 
Service for Tuberculosis and Diseases of the Chest in Scotland, 1957, 
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Owing to the great decrease in mortality and the 
smaller decrease in notifications the numbers on the 
registers of chest clinics in England and Wales have 

increased from 323,000 in 1953 to 352,000 in 1957. 
Attendances at clinics have decreased slightly in the 
same period—from 2,883,000 to 2,573,583—mainly 
because of the decrease in patients needing refills of 
an artificial pneumothorax or pneumoperitoneum. 
But many more of the patients suffer from diseases 
other than tuberculosis, and the work is much less of a 
routine nature than formerly. Figures obtained from 
18 chest clinics showed that during one winter month 
of 1958 only 22% of new patients were diagnosed as 
having respiratory tuberculosis, while 30% had acute 
respiratory disease and 27% had chronic respiratory 
disease other than tuberculosis. These figures reflect 
the wider training which many of the younger chest 
physicians have received and the confidence of 
general practitioners in their judgment. On the 
administrative plane the same shift of emphasis has 
been shown by the decision to abolish the Northern 
Ireland Tuberculosis Authority and to replace it by 
a Diseases of the Chest Committee of the Hospitals 
Authority.” 

The Joint Tuberculosis Council strongly endorses 
the view that facilities for the management of 
tuberculosis should be widened to serve patients with 
other respiratory diseases. This has already been 
done in many areas in England and Wales and has 
been recommended in Scotland.’ The report points 
out that the chest clinic is well able to co-ordinate 
in-patient, out-patient, preventive, and social services 
in the interest of patients with chronic respiratory 
disease. It is certainly not suggested that the clinics 
should have a monopoly in such diseases, which in 
fact form an important proportion of all illness in the 
community, but they are peculiarly well suited to 
handle the problems presented by, for instance, 
chronic bronchitis, and to provide, with surgeon and 
radiotherapist, a service for the diagnosis and 
treatment of bronchial carcinoma. 

The report also contains suggestions for the 
radual reintegration of the chest services with 
eneral medicine. It would be greatly to the 
advantage of both general and chest physicians if 
clinics and beds for patients with respiratory disease 
were as far as possible situated in general hospitals. 
In Norway, where there has been a great decrease 
in tuberculosis, the authorities are closing country 
sanatoria and building in general hospitals new wards 
for pulmonary tuberculosis and other respiratory 
diseases. It is thought that only in this way will it 
be possible to recruit competent young doctors, and 
indeed nurses, for this work. The authorities in 
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Britain should give serious thought to a similar 
policy. At present it does not seem feasible for 
general physicians to take over the work of the chest 
specialists. For one thing the volume of work is still 
too large; moreover, if the best results are to be 
obtained in tuberculosis it is essential to utilize to the 
full a complex of skilled bacteriological, clinical, 
preventive, social, and sometimes surgical services. 
For the most part, so far as they are specifically 
concerned with tuberculosis, these are outside the 
usual orbit of a general physician, much of whose 
interest must lie elsewhere. The most that seems 
possible at present is to ensure that all newly 
appointed chest consultants should have had good 
training in general medicine and should be capable 
of carrying some general medical responsibility. Most 
of their time must still be devoted to tuberculosis and 
respiratory diseases. 

In many ways, over the last ten years, Britain has 
led the world in the advance against tuberculosis. 
But the battle is only half won, and the immense 
problems of chronic bronchitis and of carcinoma of 
the bronchus are only beginning to be tackled. It 
would be tragic if, through attachment to outworn 
administrative practice and complacency about the 
defeat of tuberculosis, the talent and experience now 
available in many parts of the country were to be 
dispersed, and young men discouraged from entering 
a field in which enthusiasm, skill, and originality of 
mind and action are still needed. 





IMPROVING ANTIBIOTIC PERFORMANCE 


An antibiotic is not necessarily produced naturally 
in the best form for therapeutic use. Some change 
in the molecule may have either of two effects: it 
may improve pharmacological behaviour or enhance 
antibacterial activity. The molecule of penicillin has 
been modified in many ways to attain better stability 
and the diminished solubility which is the basis of 
more prolonged action. Recently efforts have been 
made to improve the performance of antibiotics in 
two more recently discovered groups. One of 
these is the group including erythromycin and 
Oleandomycin. The new form of the latter is 
triacetyl oleandomycin, which, according to A. J. 
Reisch and his colleagues,’ of the Mayo Clinic, is 
deacetylated in the alimentary tract and then better 
absorbed than the parent substance. They compared 
the antibacterial activity of the serum of 25 normal 
subjects after equal doses of triacetyl oleandomycin 
and erythromycin. The results show a very wide 
scatter, but appear to suggest that the better 
D 
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absorption of the triacetyl compound at least partly 
compensates for its somewhat lesser activity in 
comparison with the other drug. 

Now erythromycin itself has been similarly 
modified. R. S. Griffith et al.? examined various 
esters of this substance and found that propionyl 
erythromycin attained higher concentrations in the 
blood than either erythromycin base or any other 
ester. The differences, observed in repeated assays 
of blood from 170 subjects given a single dose, are 
substantial—twofold at almost ali times and 
considerably more at the beginning and end of the 
8-hour period of observation. This compound is 
apparently not broken down in the alimentary tract. 
It is absorbed as propionyl erythromycin and acts 
as such. An explanation of its persistence at a high 
level in the blood may have been found in the 
observation that very little of it is excreted in the 
bile: the concentration found in the bile of rats 
averaged 57 wg./ml., whereas that attained by 
erythromycin base was 992 yg./ml. 

The other group of antibiotics in which similar 
developments are taking place is that of the tetra- 
cyclines. Here the earlier stages were concerned not 
so much with modifying the molecule of the antibiotic 
itself as with including another substance in the 
capsule or tablet which would enhance absorption. 
How such a substance acts was not altogether clear 
when this study was begun, but its action is now 
known to depend on the tendency of tetracyclines to 
combine with multivalent metallic cations such as 
calcium, the compound so formed being poorly 
absorbed or not absorbed at all. If either citric acid 
or phosphate is administered at the same time it 
combines with the metallic cation and thus renders it 
unavailable for combination with the antibiotic. The 
studies of E. H. Dearborn et al.’ of blood levels 
attained in rats, and those of W. M. Sweeney et al." 
of both blood levels and urinary excretion in human 
beings, show that if to a constant dose of tetracycline 
be added a rather larger amount of sodium 
hexametaphosphate or the same amount of citric acid 
(380 and 250 mg. respectively in the human tests) 
absorption is decidedly enhanced, particularly by 
citric acid. Both these groups of workers also tested 
the effect of adding dicalcium phosphate and found 
that it reduced absorption. 


1 Reisch, A. J., Martin, W. J., Nichols, D. R., and Heilman, F. R., Proc. 
Mayo Clin., 1958, 33, 187 

2 Griffith, R. S., Stephens, V. C., Wolfe, R. N., Boniece, W. S., and Lee, 
C.-C., Antibiot. Med., 1958, §, 609. 

’ Dearborn, FE. H., Litchfield, J. T., Eisner, H. J., Corbett, J. J., and 
Dunnett, C. W., ibid., 1957, 4, 627 

* Sweeney, W. M., Hardy, S. M., Dornbush, A. C., and Ruegsegger, J. M., 
ibid., 1957, 4, 642 

5 Welch, H., Wright, W. W., and Staffa, A. W., ibid., 1957, 4, 620. 

® Kunin, C. M., Jones, W. F., and Finland, M., New Engl. J. Med., 1958, 
259, 147. 

7____ and Finland, M.., ibid., 1958, 259, 999. 
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Besides confirming the part played by calcium in 
this process, this experiment is of peculiar interest 
because dicalcium phosphate has been extensively 
used as a “filler” for capsules of the tetracycline 
group of antibiotics, and must therefore have been 
detracting from their therapeutic usefulness on a large 
scale. In an addendum to a paper by H. Welch, 
W, W. Wright, and A. W. Staffa* on the absorption 
of both tetracycline and chlortetracycline with and 
without citric acid or sodium hexametaphosphate and 
of the tetracycline phosphate complex which has also 
been found to be well absorbed, it is acknowledged 
that the capsules of three of the commercial 
preparations used also contained dicalcium phosphate 

a fact which seriously detracts from the significance 
of the results reported. C. M. Kunin, W. F. Jones, 
and M. Finland* also mention earlier experiments 
of their own which were vitiated by this factor, but 
report a further carefully controlled trial of various 
adjuvants which confirms that citric acid enhances 
absorption. 

A fresh development is now reported by Kunin 
and Finland,” one advancing beyond mere 
adjuvants to an entirely new form of one 
of the tetracyclines. This is 7-chloro-6-demethyl- 
chlortetracycline (D.M.C.T.), one of _ several 
compounds produced by a mutant of Streptomyces 
aureofaciens which are said to differ from 
chlortetracyline as it has been known for the past 
ten years in possessing much greater stability. 
Resistance to alkali certainly distinguishes D.M.C.T. 
from the parent substance, which in an alkaline 
medium is the least stable of all the major antibiotics. 
Capsules of D.M.C.T. and: of tetracycline, the latter 
also containing citric acid to enhance absorption, 
were given in single or repeated doses to normal 
subjects and the antibiotic was assayed in the serum 
at intervals. The differences are very striking. The 
curve for D.M.C.T. diverges from that for 
tetracycline at the fourth hour and remains at a much 
higher level. After a single dose of 500 mg. this level 
was fully adequate for therapeutic effect at 24 hours, 
and the antibiotic was detectable in each of eight 
subjects even after 72 hours. During repeated 
administration the concentration of D.M.C.T. was 
well sustained at a higher level than that of 
tetracycline, with some suggestion of a cumulative 
effect. It was also shown that the renal clearance of 
D.M.C.T. is at a rate only 43% of that of tetracycline. 
That the “half-life” of D.M.C.T. in the blood is 
considerably longer is attributed by the authors to 
this slower excretion, but it would be interesting to 


know whether better eatin sions any part, and 
to what extent D.M.C.T., like chlortetracycline, is 
excreted in the bile and reabsorbed. 

Further information would also be welcome about 
the activity of D.M.C.T. against different bacterial 
species. Its minimum inhibitory concentration for 
the three organisms used in these assays was lower 
than that of tetracycline by factors of about 1.5, 2, 
and 4 : if these differences are representative, it is a 
more potent antibiotic as well as one with improved 
pharmacological behaviour. Chlortetracycline itself 
is somewhat more active in vitro than the other 
tetracyclines against staphylococci and pneumococci, 
despite its instability in the usual alkaline culture 
media. If D.M.C.T. has only the same initial activity 
but retains it because of its stability, it represents an 
important advance in this property alone. Many 
such questions remain to be answered, but if the 
answers are favourable D.M.C.T. may be the 
preferred tetracycline of the future. 








REAPPRAISAL OF THYMECTOMY 
The value of operative removal of the thymus in 
the treatment of myasthenia gravis is still not 
universally accepted in spite of papers’ reporting 
its efficacy in many of Sir Geoffrey Keynes’s patients. 
J. A. Simpson® has recently published a further 
survey based to a large extent on Keynes’s patients. 
He has studied the records of all patients in whom the 
diagnosis of myasthenia gravis had been made at the 
National Hospital, Queen Square, London, since 
1934 (the year in which treatment with neostigmine 
was introduced), and traced as many survivors as 
possible. Many of the patients admitted after 1941 
had been operated on, usually by Keynes, and to these 
he has added all the patients operated on by the same 
surgeon at New End Hospital and at St. Bartholo- 
mew’s. This gave a total of 404 cases, of which 294 
had been operated on and 110 treated without opera- 
tion. Twelve operated and 18 non-operated patients 
could not be traced. Of the 245 known survivors 181 
were examined personally by the author, and the 
other 64 completed a detailed questionary with the 
assistance of their family doctors. The operated 








1 Keynes, G., Brit. J. Surg., 1946, 33, 201. 

2 Brit. med. J., 1949, 2, 611. 

3. Lancet, 1954, 1, 1197. 

Ross, R. T., ibid., 1952, 1, 785. 

5 Simpson, J. A., Brain, 1958, 81, 112. 

+ Eaton, L. M., and Clagett, O. T., J. Amer. med. Ass., 1950, 142, 963. 

Amer. J. Med., 1955, 19, 703. 

es G., Brit. J. Surg., 1955, 42, 449. 

® Ferguson, F. R., Hutchinson, E. C., and Liversedge, L. A., Lancet, 1955» 
2, 636. 





1 Garland, H., and Clark, A. N. G., Brit. med. J., 1956, 1, 1259. 
11 Brit. med. J., 1956, 1, 1283. 

















REAPPRAISAL OF THYMECTOMY 


BrITIsH 
MEDICAL JOURNAL 289 








JAN. 31, 1959 


cases were put into four categories as judged by a 
change in their condition from that before operation ; 
for the non-operated cases the same categories were 
used, comparison being made with their state on first 
admission to hospital. The categories are practically 
the same as in the previous studies of Keynes’s 
material, but the author suggests that he has applied 
them more strictly. As he himself had not examined 
the cases before operation, the pre-operative states 
must presumably have been judged on the records 
made by a number of different clinicians and on the 
patients’ own recollection of their condition. The 
material has been analysed statistically and there is a 
wealth of information in the paper, though the reader 
ill at ease with statistics may sometimes find the 
argument rather difficult to follow. 

The general conclusions on the value of thymec- 
tomy are clear. In judging the results of operation, 
patients in whom there is a thymoma must be 
separated from the total series and considered sepa- 
rately, as Keynes has repeatedly emphasized. When 
this had been done, Simpson found that significantly 
fewer women die of myasthenia gravis if their thymus 
has been removed than would be expected if they 
were treated with neostigmine alone, and that the 
number of women very greatly improved ten or more 
years after the onset of the illness is also significantly 
greater after thymectomy. Similar trends were also 
found in the smaller number of male patients, but in 
men the beneficial results of operation were not so 
clearly established. Unfortunately the analysis did 
not give a clear indication of the type of patient most 
likely to be helped by operation. In general the best 
results were obtained with a younger age of onset, a 
shorter pre-operative duration of the disease, and a 
younger age at the time of operation. Simpson 
considered that there was strong evidence that a good 
result was more probable if myasthenia had been 
present for less than five years at the time of operation, 
though some striking results were obtained in patients 
with histories considerably longer than this. 

The American series most nearly comparable to 
that reported by Simpson is from the Mayo Clinic, 
though the numbers are considerably smaller. In 
1950 L. M. Eaton and O. T. Clagett® reported on 72 
patients treated surgically and 142 without operation, 
and concluded that there was no convincing evidence 
that thymectomy was of value. In 1955,’ however, 
they reconsidered their results and excluded patients 
with a thymoma from the series. This was a most 
important point, because in their earlier paper 42% 
of the surgically treated and only 7% of the non- 


surgical cases had tumours, and, as Keynes* has 
shown, the prognosis for myasthenia associated with 
a thymoma is considerably worse than in cases 
without one. When allowance had been made for age, 
sex, duration and severity of disease, and the duration 
of follow-up in comparing 44 surgically treated and 
48 comparable medically treated patients, they 
concluded that thymectomy was of value for female 
patients under the age of 50. For them there was a 
more than 50% chance of a very satisfactory 
remission following operation compared with a 
20-30% chance without operation. For men, however, 
they were not convinced of the value of thymectomy. 

In considering whether operation should be under- 
taken in any individual patient with myasthenia 
gravis it has to be remembered that in some cases the 
disease runs a mild course, usually with remissions, 
over many years. For instance, in aseries of 75 patients 
reported from Manchester® with an average follow-up 
of 9-10 years, 42 were performing full work on 
medical treatment. In this series myasthenia remained 
confined to the ocular muscles in 27 patients; in a 
somewhat comparable series of 60 patients from 
Leeds'® twelve had ocular symptoms only over a 
number of years. It is clear that in such mild and 
localized cases of myasthenia gravis thymectomy 
should not be undertaken, but Simpson’s careful 
report strongly supports the view that in patients under 
the age of 45-50 with more generalized myasthenia, 
in whom a thymoma cannot be detected radiologi- 
cally and in whom the disease is becoming more 
severe without notable remissions, thymectomy 
provides the best hope for satisfactory improvement. '' 





TREATMENT OF RESPIRATORY FAILURE IN 
ACUTE BRONCHITIS WITH EMPHYSEMA 


In the treatment of chronic bronchitis and emphysema, 
recently reviewed in this Journal by J. G. Scadding.' 
two groups of drugs are especially useful—the anti- 
spasmodic and the antibacterial drugs. These, with 
general measures such as giving up smoking, doing 
breathing exercises, and having efficient postural 
drainage, will benefit the patient. In patients already 
incapacitated by chronic lung disease with grossly 
impaired lung function, an additional acute infection 
will cause sudden deterioration owing to obstruction 
of the airways with infected secretions. This will 
produce hypoxia and retention of carbon dioxide. The 
acute hypoxia in turn will cause pulmonary vaso- 
constriction,” * and the increased pulmonary resistance 
may be sufficient to precipitate acute failure of the 
already anoxic heart. 
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Oxygen therapy in such cases sometimes presents 
difficulties. If the respiratory acidosis associated with 
retention of carbon dioxide is severe enough, the normal 
chemical regulation of breathing will become affected 
and the centre will become unresponsive to changes in 
pH and carbon-dioxide tension.‘ Respiration is then 
sustained by the stimulus of hypoxia alone, so that 
further respiratory depression and even apnoea may 
follow the use of oxygen, because the anoxic stimulus 
to breathing is removed.°* Often this can be avoided 
by the intermittent use of oxygen: but, in the patient 
with severe respiratory depression or coma, artificial 
respiration may be life-saving. Tracheotomy and 
intermittent positive-pressure respiration are the best 
treatment, because effective aspiration of 
from the airways can also be carried out through the 
tracheotomy tube. This form of treatment requires 
some skill, because it carries a risk to the patient who 
also has congestive cardiac failure. If the clinician 
detects the symptoms and carbon dioxide 
narcosis early, energetic treatment with antibiotics and 
postural drainage can often be aided by drugs which 
stimulate the respiratory centre, so that artificial 
ventilation may be avoided. 

This week we publish at p. 274 a short study of 
three such drugs by Dr. E. J. M. Campbell and the 
late Dr. E. K. Westlake. They studied 11 patients 
with chronic bronchitis and emphysema with super- 
imposed acute respiratory infections and ventilatory 
failure. The patients were cyanosed and had arterial 
carbon-dioxide tensions (pCO,) greater than 50 mm 
Hg. After a period without respiratory stimulants, the 
effects of intravenous aminophylline, large doses of 
salicylate and nikethamide were studied. 
Increased ventilation was measured by its effect in 
lowering arterial pCO, and raising the pH. In six 
patients aminophylline was ineffective in the dosage 
given (1 g. intravenously). Sodium salicylate (8 g. 
intravenously) produced a significant fall in pCO, in 
the three patients studied, which lasted some hours ; 
and nikethamide (2.5-6.25 g. intravenously) produced 
a fall in pCO, in three patients with severe ventilatory 
failure, but not in two with mild ventilatory failure. 
These workers were able to confirm the general 
clinical impression that treatment with nikethamide is 
accompanied by unpleasant irritation in the skin and 
intense breathlessness, but that coughing is stimulated. 
[hese are tolerable discomforts if artificial respiration 
can be avoided. 

The finding that aminophylline is ineffective disagrees 
with the experience of M. Galdston and J. Geller,” who 
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showed a response in patients with advanced emphysema 
but with slightly less carbon-dioxide retention. These 
authors also showed that patients’. response to breathing 
3% carbon dioxide was increased after aminophylline. 
This effect was greatly potentiated when aminophylline 
was administered to patients already receiving acetazol- 
amide by mouth. 

In patients with emphysema and retention of carbon 
dioxide the carbonic .anhydrase inhibitors, such as 
acetazolamide, promote excretion of bicarbonate and 
bicarbonate-bound base by the kidney. They also act 
as diuretics, which may indirectly increase the vital 
capacity of patients with cor pulmonale by reducing the 
blood volume. Although acetazolamide will lower the 
bicarbonate content and pCO, of the blood, the 
ventilatory response to administration of carbon dioxide 
appears to remain unaltered in patients with respiratory 
depression.’ It is therefore interesting to have Galdston 
and Geller’s data to show that the combination of 
acetazolamide with aminophylline has a facilitative effect 
on the respiratory response to a rise in arterial tension 
of carbon dioxide. 

Westlake and Campbell are cautious in recommending 
the use of salicylates as respiratory stimulants in spite of 
showing their effectiveness. Treatment of the respiratory 
cripple is a compromise, and no more so than when 
respiratory failure is present. To produce an effect, high 
blood levels of salicylate must be obtained. S. M. 
Teeney and R. M. Miller? have pointed out that 
salicylates raise the metabolic rate. In addition, as 
ventilation is stimulated by the drug, so the work of 
breathing will also increase greatly in the emphysematous 
subject with obstruction of the airways. These two extra 
sources of oxygen consumption may outweigh the drug’s 
usefulness in increasing ventilation, except when oxygen 
can also be administered. Again, contradictory evidence 
of the value of salicylates comes from the work of 
P. Samet and colleagues,'? who measured ventilatory 
responses to carbon dioxide before and during 
administration of salicylate in patients with emphysema, 
and found little stimulating effect. However, these 
were long-term studies of orally administered drugs, and 
the blood levels of salicylate were considerably lower 
than in Westlake and Campbell’s patients. 

Respiratory stimulation by drugs will not be effective 
for patients with severe carbon-dioxide narcosis. 
However, respiratory depression in the cyanosed 
emphysematous patient can be recognized clinically by 
drowsiness, irrational behaviour, and muscle twitching.° 
On examination, the patient has warm limbs, a bounding 
pulse, and often engorged fundal veins, occasionally 
with papilloedema.'' Only later does the patient 
complain of weakness or develop a flaccid paralysis and 
diminished reflexes followed by occasional convulsions, 
coma, and death. Energetic treatment in the early 
stages with antibiotics, antispasmodics, and respiratory 
stimulants will be the more beneficial in severe cases if 
elective tracheotomy is also performed. This will 
increase alveolar ventilation by eliminating the dead 
space of the mouth and pharynx. It will also allow 


effective aspiration of the trachea and bronchi in the 
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patient unable to cough. E. E. Rockey and colleagues!” 
suggest that tracheal fenestration and aspiration, both 
as an urgent and as a long-term measure, may go far in 
providing the useful therapeutic compromise that the 
respiratory cripple needs. 


VIOMYCIN 


From February | viomycin will be generally obtainable, 
after having been reserved for use in hospitals for some 
rhis is not likely to be followed by any great 
consumption, but it calls for some 
consideration of the properties and this 
antibiotic.' The organism most susceptible to it is 
the tubercle bacillus, although the concentration of 
viomycin required to inhibit its growth is about 10 times 
greater than that of streptomycin for a fully sensitive 
strain. It has been used almost exclusively for the 
treatment of tuberculosis, and early studies showed that 
cause an unpleasant variety of toxic effects, 
including albuminuria, damage to either or both 
branches of the eighth nerve, urticaria and eosinophilia, 
and a disturbance of electrolyte balance due apparently 
to abnormal loss of calcium and potassium in the urine 
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It is therefore a drug of second or even later choice to 
be employed, like cycloserine or oxytetracycline, only 
when the patient's strain of tubercle bacillus is resistant 
to the major antituberculous drugs. This means that it 
has mainly been given to long-standing and usually 


advanced cases, in which benefit is difficult both to 
achieve and to assess. 

[he risk of toxic effects has been substantially 
reduced by intermittent administration: the usual 


system has been to give two | g. doses intramuscularly 
on each of two days in the week, together as a general 
rule with another drug to which the organism is 
sensitive. The most extensive report on the results of 
such treatment is that of W. B. Tucker,’ who collated 
the findings in 16 Veterans’ Administration hospitals in 
the United States. There were 125 patients, all with 
advanced disease, among whom radiographic improve- 
ment was observed in 50%, closure of cavities in 25%, 
and sputum conversion in 30%. The treatment was 
said to have achieved an “arrested or inactive status 
of the disease ” in 30% of the patients in this series. It 
is difficult to be sure how much of this improvement 
should be credited to viomycin, because those patients 
made the best progress who were also given isoniazid. 
When viomycin was given alone or with oxytetracycline, 
the results were poor. On the other hand, even though 
viomycin may be exerting little direct tuberculocidal 
action, it may nevertheless be delaying the acquisition 
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of resistance to the accompanying drug. Toxic effects 
occurred in 33%, of these patients, and they were of 
sufficient severity to demand discontinuance of the drug 
in 14%. S. Phillips and J. C. Larkin,* who reported a 
year later on the results achieved in 29 patients, were 
rather more cautious in their approval: they also found 
that patients treated with isoniazid as well as viomycin 
improved the most. Summing up the dilemma posed by 
such a drug as viomycin, they wrote: “The difficulty 
with viomycin lies in the fact that because of drug 
toxicity, the dose must be diminished to a point at which 
the moderate therapeutic effectiveness of the drug is 
obviously curtailed.” The most recent reports from the 
United States, all of which confirm that viomycin can 
play some part, if only a minor one, in the treatment 
of tuberculosis, discuss its use in combination with 
cycloserine* and with promizole or pyrazinamide.°* 

Among observations made in Britain are those of A. 
Pines,° who treated 20 advanced cases at the London 
Chest Hospital with viomycin on the usual intermittent 
schedule and with 4 g. of oxytetracycline daily: in four 
cases there was cavity closure, in five various degrees of 
resolution were observed, and in five littke change was 
seen, though subsequent operation was successful. J. R. 
Edge and his colleagues’ used viomycin specifically as 
cover for surgery in 36 patients, together with other 
drugs as indicated, and for an average of 23 weeks, and 
were satisfied with the results. Perhaps the most 
optimistic report is that of von H. Naegeli and his 
colleagues*® in Switzerland. They used not only the 
sulphate of viomycin, its usual form, but the 
pantothenate, which, like streptomycin panthothenate, 
is said to be less toxic. Giving only 1 g. of the 
antibiotic twice weekly, but using other drugs as well, 
they treated 62 patients with long-standing disease and 
38 patients with recent disease, most of the latter also 
receiving P.A.S. These authors deliberately suggest that 
viomycin can be a drug of first choice, streptomycin 
being reserved for emergencies and operative cover. 
This is a policy unlikely to be favoured by most other 
workers in this field. 


LORD ADRIAN TO SPEAK AT EDINBURGH 


The Duke of Edinburgh, the President Flect of the 
British Medical Association, will, as readers know, 
unfortunately not be able to be present at the Joint 
Annual Meeting of the Canadian Medical Association 


and the British Medical Association in Edinburgh 
in July. The Presidential Address is one of the 
outstanding events of the Annual Meeting. The 


disappointment felt by so many at losing the prospect 
of listening to the Duke of Edinburgh on this occasion 
will diminish to vanishing point when it is known that 
Lord Adrian O.M. has accepted an invitation to deliver 
an address at the Adjourned Annual General Meeting. 
This intellectual treat will be made all the more 
memorable by the fact that Dr. Wilder Penfield O.M., of 
Montreal, is coming to Edinburgh especially in order 
to move a vote of thanks to Lord Adrian. 
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COUGH MIXTURES 


NEVILLE C. OSWALD, T.D., M.D., F.R.C.P. 


Physician, St. Bartholomew's and Brompton Hospitals 


Cough mixtures retain an honourable place in 
therapeutics. They still comprise some 10-15% of 
doctors’ prescriptions, and most chemists are able to 
offer a choice of forty to fifty remedies which are 
designed to relieve cough by one means or another. A 
generation ago a considerable range of expectorants 
was prescribed, some of which were reputed to act 
directly upon the bronchi and others reflexly by irritating 
the stomach. The range has gradually narrowed over 
the years, as successive editions of the British National 
Formulary show, and of those that remain the ammonia 
salts, the iodides, and ipecacuanha are now the most 
popular. Combinations of these drugs are frequently 
prescribed—for example, ammonia and ipecacuanha 
mixture (B.P.C.), and potassium iodide and ammonia 
mixture (B.P.C.). They are often referred to as stimulant 
expectorants, to distinguish them from depressant or 
sedative expectorants containing a sedative, usually an 
opium derivative, in addition. 

The distinction between stimulant and depressant 
expectorants has become progressively blurred in recent 
years by the introduction of new ingredients which, in 
addition to their specific actions upon the respiratory 
tract, often have central stimulant or depressant 
properties. Unfortunately, no suitable term exists 
which covers the full range of antitussive agents. 
“ Expectorants " are peripherally acting drugs. “ Cough 
mixtures " are aqueous solutions, usually with a standard 
dosage of $ oz. (14 ml.). “Cough remedies,” which 
include mixtures, linctuses, tablets, lozenges, and 
inhalations, covers best the scope of this article but is 
not a term which is likely to find much favour. 

Undoubtedly the greatest recent advance in the treat- 
ment of cough is the discovery of antibiotics, and many 
proprietary cough mixtures contain one or more of 


them. They are not further discussed here. Con- 
currently, the active ingredients have undergone a 
change. Table I shows a comparison between fifteen 


Taste I.—Comparison Between the Active Ingredients of 15 
Cough Mixtures in the British National Formulary (1957) 
and a Similar Number of Proprietary Mixtures Advertised in 
Current Medical Journals 


Ingredients Adverts 
Ammonia salts 7 1 
Opium derivatives 6 2 
Tolu 2 | 0 
Sodium bicarbonate 2 0 
lodides | 2 | 3 
Ipecacuanha ‘ 3 | 2 
Ephedrine 1 | 10 
Antihistamines 0 6 
Aminophylline 0 4 
Barbiturates 0 3 


t | 


cough mixtures in the B.N.F. (1957) and a similar 
number of proprietary preparations, listing the 
ingredients which occur at least twice. The trend is 


away from opium derivatives and the old-fashioned 
expectorants 


towards antispasmodics, antihistamines, 


and “ decongestants ” which aim to relieve coughing by 
enlarging the air passages rather than by reducing the 
viscosity of the sputum. 


Opium Derivatives 


Perhaps opium derivatives should be considered first 
for historical reasons. For centuries they have been 
the most potent antitussive drugs. Of the various 
alkaloids in opium, morphine and codeine are 
particularly valuable in depressing the cough reflex. 
They must be used with circumspection and are indicated 
when exhausting paroxysms of ineffective coughing are 
caused by irritation or pain in the throat. By diminishing 
the stimulus to cough, their general narcotic effect is 
enhanced. In conditions such as_ bronchitis and 
bronchiectasis, in which expectoration is desirable, they 
eliminate much unnecessary coughing by raising the 
threshold of stimulus, but they should be avoided when 
early expectoration is essential—for example, in post- 
operative pulmonary collapse. 

In computing the dosage of morphine in cough 
mixtures, a balance must be struck between the 
sensitivity of the cough centre and the risks of addiction. 
Most of the common preparations contain very little. 
For instance, 4+ oz. (14 ml.) of camphorated opium 
compound mixture (B.N.F.) has 1/150 gr. (0.4 mg.) and 
60 minims (3.5 ml.) of squill opiate linctus (B.P.C.) 
(Gee's linctus) 1/100 gr. (0.65 mg.) of anhydrous 
morphine. Probably, a dose of less than about 1/30 gr. 
(2 mg.) of morphine has little effect on the cough centre, 
but at least addiction rarely if ever occurs with these 
smaller amounts. -Perhaps the undoubted benefits of 
these ancient remedies are due in part to their many 
other ingredients. Camphorated tincture of opium 
(B.P.) (tinct. camph. co., paregoric) contains benzoic 
acid, a gastric irritant to cause reflex expectoration, 
camphor, an irritant and carminative, and oil of aniseed, 
a carminative and mild expectorant. For its expectorant 
effect, camphorated opium compound mixture relies 
greatly upon ammonia salts. Squill opiate linctus 
(equal parts of camphorated tincture of opium, syrup of 
tolu, and oxymel of squill) has syrup and honey to 
enable it to form a coating over the upper air passages, 
tolu as an irritant and antiseptic and squill as another 
irritant. The very complexity of these mixtures, soothing 
as they are in many instances, is militating against their 
popularity. The modern trend is towards simplification, 
while morphine, for all its advantages in times of crisis, 
is yielding to codeine as a safer sedative in cough 
mixtures. 

Of all the opium derivatives, codeine is the simplest 
and safest. It is a mild hypnotic and analgesic, does 
not depress the respiratory centre so much as morphine, 
and is less constipating. Addiction is rare, mainly 
because it is only mildly euphoric, and overdosage is 
apt to cause nausea and vomiting. The commoner 
preparations of codeine include syrup of codeine phos- 
phate (B.P.C.) and codeine linctus (B.P.C.). Pholcodine 
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has recently appeared in many cough mixtures. It 
is less toxic than codeine, has fewer side-effects, can 
be given in smaller dosage, and is no more likely to 
cause addiction ; it probably represents a real advance in 
therapy. Pholcodine linctus (B.P.C.) is now in the 
B.N.F. Dihydrocodeinone bitartrate, prescribing of 
which is restricted by the Dangerous Drugs Act(D.D.A.), 
is altogether more powerful than codeine weight for 
weight, but should be used sparingly if addiction is to be 
avoided. 

Methadone (“physeptone”), while not an opium 
derivative, deserves special mention as a cough 
suppressant. It may be prescribed as methadone linctus 
(D.D.A., B.N.F.). 


Antispasmodics and Antihistamines 

Of the antispasmodics, strammonium, which relies for 
its effect upon hyoscyamine and atropine, is falling into 
disfavour. Ephedrine is still very much to the fore, 
and many modifications such as desoxy- and phenyl- 
ephedrine HCI and ephedrine combined with resins are 
being introduced. It is certainly an efficient anti- 
spasmodic, but may cause thumping of the heart, 
faintness, and sleeplessness. Theophylline and theo- 
phylline ethylene diamine (aminophylline) are steadily 
gaining in popularity. Until recently, they have really 
been effective only when injected intravenously or 
inserted as a suppository, but oxytriphylline, or choline 
theophyllinate (“ choledyl *’), seems to be almost as good 
when taken by mouth. The limiting factor in dosage 
is gastric irritation, but 200 mg. of choline theophyllinate 
thrice daily is usually tolerated for long periods and 
twice the dose for a few days. 

These drugs are rarely given singly for the relief of 
cough, though they are often prescribed in cough 
mixtures, tablets, and sprays. A recently advertised 
spray contains ephedrine, hydrocortisone, an anti- 
histamine, neomycin (to combat Gram-positive bacteria), 
and polymyxin B (to combat Gram-negative bacteria), 
and a tablet contains a barbiturate, ipecacuanha, 
ephedrine, caffeine, and aminophylline, with a view to 
producing mental sedation, decongestion, expectoration, 
and bronchodilatation. Such polypharmacy may be 
deplored, but at least most of the ingredients are known 
to have beneficial effects when properly used. They 
may alleviate cough among other symptoms in minor 
acute respiratory infections, which are by nature of 
short duration. 

Inhalations 


Perhaps the most desirable property of steam 
inhalations is that they should have a pleasant smell, 
for their main virtue is the expectorant effect of hot, 
moist air. Fortunately a large range of substances is 
available ; most of them are extracts of trees and plants 
and have mild irritant and antiseptic properties. 
Amongst the best known are menthol, eucalyptus, thymol, 
benzoin, and creosote. For occasional use, inhalation 
from a jug with a towel over the head is recommended, 
but is not suitable for young children. A better, but 
more elaborate, method is to place a screen around the 
top of the bed with sheets draped over it and then 
direct the steam from a bronchitis kettle towards the 
head of the bed. This produces a thorough penetration 
of the respiratory tract without causing a feeling of 
suffocation, and is applicable to the young and very ill. 
By clipping the sheets to the screen, soiling can be 
kept to a minimum. 


Local Anaesthetics 


Phenol has anaesthetic and antiseptic properties. In 
the form of phenol lozenges (containing phenol + gr. 
(32 mg.) ) a temporary local effect may be obtained. It 
has the reputation for allaying the anxieties of opera 
singers with ticklish throats. Benzocaine compound 
lozenges (B.P.C.) may also be used for this purpose. 
When pain rather than irritation is the cause of coughing, 
a powder containing equal parts of orthocaine and 
benzocaine may be sucked through a glass _ tube, 
particularly before meals. In the last resort an 
amethocaine lozenge, which has ten times the activity 
of cocaine, may be tried. 


Conclusion 


So long as people cough—and the causes range from 
excessive smoking to carcinoma of the larynx—cough 
mixtures will be demanded. Medical practitioners rely 
to a great extent upon proved remedies which have 


survived successive axes in the British National 
Formulary. These include simple liquorice lozenges, 
hot-water mixtures, inhalations, expectorants, anti- 


spasmodics, antihistamines, and sedatives of varying 
strength. At present many unrelated drugs which have, 
among other properties, a bronchodilator effect are 
being tried; preparations of theophylline which can 
usefully be taken by mouth are being synthesized ; 
anaesthetics both local and central are being tested ; 
the effect of ion-exchange resins upon the rate of release 
of drugs is being explored ; and some newer sedatives 
such as pholcodine and methadone are proving their 
worth. In the meantime the public is waiting for the 
day when we can “ with some sweet oblivious antidote 
cleanse the stuff'd bosom of that perilous stuff which 
weighs upon the heart.” 








WHY ADMIT TO A MENTAL 
HOSPITAL ?* 


BY 


I. ATKIN, M.D., D.P.M. 
Physician-Superintendent, Park Prewett Hospital ; 
Psychiatrist, Royal Hampshire County Hospital, Winchester 


Those of us who have worked in mental hospitals for 
many years can remember a time when we had to use 
all our persuasive powers in order to get patients to 
admit themselves for treatment on a voluntary basis. 
But as every aspect of mental hospital life has been 
steadily upgraded—improved food, clothing, and 
furniture; considerably reduced restrictions (for 
example, very few locked doors), modern specialized 
treatments, better facilities for occupation and 
recreation, and so forth—many of us have found our 
admission rates growing like the proverbial snowball. 
At first we were gratified, for we were given the 
opportunity of treating mental illness in its earlier 
stages, when prospects of recovery are better ; and the 
ever-increasing readiness of patients to be admitted was 
proof of the improvements in every aspect of mental 
hospital life for which we had striven. But latterly 
many of us have begun to wonder whether the journey 





*Lecture delivered on October 5, 1958, at a Postgraduate 
Course for General Practitioners at the Royal Hampshire County 
Hospital, Winchester. 
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to the mental hospital is always necessary, especially 
now that we are faced with staff shortages and 
overcrowding. The extent of the problem varies from 
area to area, but is widespread in the country. In the 
Park Prewett Group the direct admissions since 1929 
are shown in the Table 


Admissions to Park Prewett Hospital 


Certified 





Year Total Voluntary | Temporary Informal 
1929 204 204 | - 
1937 332 || 0 24a 82 | 6 
1948 578 | 203 363 | 12 
1949 | 666 183 463 20 
5 > 
mr | a8 | he | ar | t 
1952 |} 833 | 221 578 34 | 
1953 929 217 | 686 | 26 
1954 | 975 212 727 6 CO 
1955 1,159 | 292 731 35 | 101 (for 3 
| months) 

1956 | 1,248 | 298 453 | 45 } 452 
1957 1,254 228 493 | 35 498 

| | | 

About 7°; are readmissions in the same year 


It will be seen that in a period of 28 years the total 
admission figure has more than sextupled. This is not 
explained by growth of population or by increased 
incidence of psychological disorders. The total number 
of certified patients has not in fact altered significantly. 
But since 1931, when the Mental Treatment Act came 
into force, there has been a continual rise in the 
voluntary admissions (more latterly, nearly half of these 
are informal). The great majority of these are patients 
with psychosomatic disorders, neuroses, and early 
psychoses who could not have been admitted before 
1931 because they were not certifiable. 

In the early ‘thirties the procedure for voluntary 
admission was simple: the general practitioner rang up 
the medical superintendent, who readily agreed, feeling 
no doubt glad and proud that a patient was actually 
willing to come in without compulsion. But we have 
become too popular, and have begun to pick and choose 
our general hospitals do, demanding 
(except in an emergency) to assess the case first at 
an out-patient clinic. The Royal Commission Report 
(1957) goes even further. It is there recommended 
(sections 381-3) that when compulsory powers are used 
there should be no order for admission, and that the 
hospital should be able to refuse admission. 


admissions as 


In 1958 the total admissions were 1,234. It will be 
seen, therefore, that the figure has remained stationary 
for three years in The flood has been 
stemmed, and I would give most credit to the steady 
expansion of out-patient facilities in our area, as the 
following figures show: 


Succession 


No. of No. of N 
Year Out-patient Weekly Pp _— Total 
Centres Sessions atients Attendances 
1948 4 j 6 174 783 
1950 6 | il | 447 2.079 
1955 6 14 } 619 2,983 
1958 6 16 724 3,768 


Indications for Admission 


Indications for admission can be classified under two 
headings: (1) the treatment required can be carried out 
only on an in-patient basis; and (2) the patient is 
dangerous to himself or others, or is a severe trial to 
relatives and/or society because of his mental illness. 


In the first group we include insulin shock therapy 
for schizophrenia, modified insulin for acute anxiety 
tranquillizing drugs, 


States, intensive exhibition of 


narcosis, malariotherapy, E.C.T. for 


prolonged 

depression where complications are feared, and 
leucotomy. Occasionally it may be advisable to 
admit a patient for intensive psychotherapy—for 


example, in obsessional states—but this should be 
avoided, and when psychotherapy is the essential 
form of treatment out-patient arrangements are best. 
In the hospital all sorts of difficulties occur when 
lengthy psychotherapy is administered. The few 
patients who receive such treatment naturally take up 
an inordinate amount of the psychiatrist’s time. Other 
patients become jealous, and the few who receive 


treatment become jealous among _ themselves. 
Moreover, transference often retards discharge 
interminably. Finally, one should avoid interrupting 


the career or occupation of any person, and it is best if 
he lives as normal a life as possible whilst undergoing 
lengthy psychotherapy. 

In the second group will be included not only those 
mental disorders for which some fairly specific 
treatment is indicated, but also many others, such as 
chronic schizophrenia and various paranoid and 
dementing states. 

In view of the ultra-optimistic opinion expressed in 
some circles that mental hospitals can be emptied by 
an encouragement of community care, it must be 
emphasized that many patients are still quite incapable 
of living in the world outside because their behaviour 
would prove too disturbing. We have no right to 
demand that relatives should give up their ordinary way 
of life and become psychiatric nurses of the mentally 
sick ; moreover, the strain of looking after such cases 
can be most trying. Sometimes we are asked to admit 
a patient because, as we may be informed, “he is 
driving other members of the family scatty.” 

Case 1—A woman aged 60, with recurrent hypomania, 
had been admitted to hospital five times in five years. She 
was a voluntary patient, and after a short stay talked of 
leaving the hospital. Her two married sisters arrived to 
interview me and asked whether the patient could be 
compulsorily detained. They reported: “ When she was 
home we had one month of hell. Is it right that she should 
be able to drive us round the bend? She sings at the top 
of her voice early in the morning and the neighbours 
complain. She stays in bed till 5.45 p.m. and grumbles at 
the food we prepare. Our husbands have been called back 
from work to deal with her rowdiness.” 

In such cases one should admit the patient even if 
only to give exhausted relatives a respite for a while. 

At the same time we must firmly insist that merely 
because a person is suffering from a mental illness is no 
reason for admission to or retention in a mental 
hospital. If no in-patient treatment is indicated and if 
he is harmless, he should remain at home. This is 
especially true of the schizophrenic, who still accounts 
for at least 50% of our mental hospital population. 
Bleuler’s (1924) advice concerning schizophrenics, given 
some 40 years ago, is still true: “They should be 
discharged as soon as possible, because later they are 
gotten rid of much less easily ; because not only the 
patients but the relatives still more adapt themselves too 
quickly to the sequestration the supreme remedy 
which in the majority of cases still accomplishes very 
much, and sometimes everything that can be desired is 
training for work under conditions that are as normal 
as possible.” 

From the 
Prewett Hospital 


Research Rehabilitation Unit at Park 
we have discharged many chronic 
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schizophrenics, some still hallucinated, who have 
succeeded nevertheless in holding down gainful 
occupations in an independent manner (Atkin, 1958). 


Not a Place of Rest 


An old erroneous idea that “ rest” is good treatment 
for neurotic conditions still persists. I find patients are 
still told on occasion that they need a period of rest ; if 
this is really believed they should be sent to a quiet 
convalescent home, not to mental hospitals. The latter 
are very much hives of intense activity, where a “ total 
push programme” of active treatments and full 
occupational and _ recreational programmes are 
organized to help the patient regain his normal social 
capacities. Any tendency to use mental hospital beds 
for convalescent purposes or as a holiday centre must 
be sternly resisted. 


Environmental Problems 


In general, admission should be avoided when the 
essential trouble is in the patient’s environment—for 
example, marital disharmony, bad housing, loneliness, 
or financial or occupational difficulties. The patient 
may settle in the hospital and never wish to leave, the 
admission serving the purpose of a form of happy 
escapism. After discharge, fairly rapid readmissions 
occur because the vital problem has remained unsolved. 
In such cases out-patient psychotherapy, with frequent 
visits by a psychiatric social worker and the help of 
various welfare officers, is indicated rather than 
admission. However, an exception will have to be made 
now and again. There are occasions when it is proper 
to advise the patient to reculer pour mieux sauter: the 
patient must have a respite from particularly distressing 
circumstances before he can gather forces for a 
readjustment. 

The improved conditions in mental hospitals have 
served the purpose of drawing attention by contrast to 
the lack of desirable social and recreational facilities in 
some rural areas. A weekly cinema and dance, ward 
parties, musical concerts, tennis and badminton, an art 
studio, and so forth may not be available in the patient’s 
native village, but are free and ready in the mental 
hospital. Quite a number of patients volunteer to say 
that they will feel lonely and will miss the social club 
and many recreational activities of the hospital after 
discharge, and there are cases where patients have 
delayed departure for such reason. 


Out-patient Treatment 


Undoubtedly an increase of out-patient facilities, 
more sessions, and more centres can reduce the flow of 
in-patient admissions. Most cases of depression who 
require E.S.T. should be treated at such centres, and too 
many are still being admitted unnecessarily. Psycho- 
therapy, as already mentioned, should be available at 
all out-patient centres in a more generous fashion. If 
patients were more systematically followed up after 
discharge, many relapses and readmissions would be 
prevented. 

Senile Cases 


An unduly large number of the more aged are being 
admitted. The main reasons are _ sociological. 
Relatives are no longer able or willing to look after 
their elders when various grades of deterioration or 
dementia develop. 


A physical illness in the senile may make the patient 
a much more difficult nursing proposition at his 
home. He may become uncooperative, cantankerous, 
negativistic, or may develop a temporary confusional 
or paranoid reaction. Such cases are not readily 
welcomed in general hospital units, and so find their 
way through the “ever open door” of the mental 
hospital. It is difficult on humane grounds to refuse 
admission, for the patient obviously cannot be cared 
for at home. The real problem, however, is faced when 
the senile patient is due for discharge, whatever the 
mental trouble was. One finds that the original family 
room or lodging is no longer available; or if he has 
come from a home for old persons or a hospital for 
the chronic sick, the vacancy has meanwhile been filled. 
In some cases the waiting-list for admission to old 
persons’ homes runs to 100 or more, and it may take 
many months before a senile patient can be transferred. 
Whenever possible it is as well to ensure that someone 
will be prepared to receive back the senile person when 
the temporary mental reaction has receded. More 
accommodation in chronic sick hospitals and old 
peoples’ homes is urgently necessary. 


Psychopathic Personalities 


The ordinary mental hospital is not the proper place 
to treat the more severe types of psychopathic 
personality, and admission should be avoided. Some 
inadequate types tend to settle permanently; the 
aggressive types disturb other patients, and either leave 
quickly or are told to leave; the alcoholics fail to 
co-operate ; the wanderers depart as it suits them. 
From one point of view, the psychopath finds himself 
more free in the hospital than in the social world 
outside. In ordinary life, if he becomes violent or 
drunk, steals or insults others, pesters women, or fails 
to do any work, there are apt to be retaliations by 
society, sometimes with the aid of the police and the 
law. But in the mental hospital there is no question of 


punishment. All we can do is to use our persuasive 
powers to influence the psychopath to behave 
reasonably well. If he persistently refuses, the 


alternative is to discharge him—the same procedure 
which a general hospital follows when a patient refuses 
to co-operate. 

The modern mental hospital, with its open doors, 
minimal regulations, and absence of authoritarianism, 
cannot enforce any sort of discipline on the psychopath. 
If he refuses to get out of bed at the proper time, fails 
to attend the occupational therapy centre, goes off 
loafing to the nearest town, returns intoxicated in the 
early hours of the morning, indulges in sexual 
intercourse with female patients, steals from other 
patients’ lockers, and so forth, the best we can do is to 
discharge him and blacklist his readmission. What are 
urgently needed are special units for the treatment of 
these difficult psychopaths, institutions where they 
could be detained and where a regime of regular hours 
of work could be enforced. As it is, they wander in and 
out of numerous mental hospitals and prisons, wasting 
the time of many doctors, psychiatrists, and social 
workers, and do no good to themselves or society. 

Some psychopaths become quite expert in the 
procedures of admission and discharge, and learn all the 
tricks required. One of the commonest stratagems for 
admission is for the psychopath to call on a local doctor, 
duly authorized officer, or the police, state that he has 
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no job, no lodgings, no money, feels depressed, fed up 
with life or suicidal, and that he has been treated 
previously in several mental hospitals. If this does not 
work, the patient swallows tablets—for example, 
aspirin or A.P.C.—and informs the police ; the stomach 
is washed out at the local general hospital and the 
patient duly appears at the neighbouring mental 
hospital. 

Che following brief summaries of three cases illustrate 
some of the points raised. 

Case 2--A man aged 25 (antisocial, pseudologic, 
homosexual) was found wandering in the streets of a 
neighbouring town during the early hours of the morning. 
The police referred him because he appeared to be mentally 
depressed. On the second day of admission he became 
abusive and threatening. He gave a history of having been 
a patient in 10 psychiatric hospitals during the previous five 
years. His criminal history dated from the age of 12, and 
he had been an inmate of an approved school, Borstal, and 
three prisons. He admitted exaggerating, if not simulating, 
mental symptoms. He left after a stay of six days. We 
received inquiries two months later from a mental hospital 
in another county, where he had managed to get himself 
admitted. 

Case 3.—-A married woman aged 31 (alcoholic) had a 
history of six admissions during the previous four years. 
In these institutions she was reported as having been hostile, 
uncooperative, wandering off to the nearest public house 
and getting drunk, discharging herself against medical 
advice. Three of the hospitals refused readmission. At 
Park Prewett she repeated the same pattern. 

Case 4.—A man aged 25 (antisocial, sexual deviant) had 
a history of three previous mental hospital admissions. He 
had four convictions for petty theft and one prison sentence. 
He was on the “caution list” of the Forces Help Society 
and R.A.F. Benevolent Fund because of getting money by 
false pretences. He was told that psychotherapy would be 
prolonged, so he left after a stay of five weeks. Eight 
months later he presented himself without a doctor’s letter, 
having assumed a different name and giving a London 
address. Readmission was refused. Two years later he 
was reported to be in the hands of a probation officer, 
charged with being “drunk and disorderly.” 


Summary 


Admission rates to mental hospitals have rapidly 
risen, especially since 1948, but it would seem that some 
of the journeys are not really necessary. The figure 
could be reduced if the following measures were 
adopted: (1) Patients should be admitted only when 
there is one of two clear indications: (a) the treatment 
required can be carried out only on an in-patient basis ; 
and (b) the patient is dangerous or society cannot 
tolerate his severely disturbed behaviour. (2) Increase 
the out-patient facilities. (3) Avoid admitting “ social 
problem™ cases. (4) Provide more beds in chronic 
sick hospitals and increase Part II accommodation. 
(5) Organize special units for the detention and treatment 
of psychopathic personalities who exhibit a _ severe 
behaviour disturbance. 


I would like to take this opportunity of thanking the 
Hospital Car Service which has enabled lengthy out-patient 
sessions for E.C.T. to be held at Pinewood Hospital (a 
non-designated unit since October 1, 1955) to cover a radius 
of some 30 miles 
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TESTING NEW DRUGS 
SOME OF THE DIFFICULTIES 
[From A SPECIAL CORRESPONDENT] 


Ihe newly formed Association of Medical Advisers in 
the Pharmaceutical Industry organized a symposium on 
“ Progress in the Evaluation of Drugs ” which was held 
at the Royal Society of Medicine on January 22. It was 
attended by clinicians, statisticians, and pharmacologists, 
and medical research directors of the pharmaceutical 
companies. 

Dr. T. B. Binns (Glaxo Laboratories) prophesied that 
the number of new drugs found worthy of clinical trial 
would continue to increase. It was in everybody’s 
interest that a drug should be accurately evaluated as 
soon as possible. It was our duty to uphold the highest 
standards for trials, and this meant scrupulous attention 
to detail. Dr. G. R. Fryers (John Wyeth & Brother) 
took the chair. 


First Dose in Man 


Professor C. A. KEELE (London) discussed pilot or 
preliminary trials with special reference to analgesics. He 
drew attention to the difficulties and dangers of giving new 
drugs to man for the first time. These were, of course, less 
when the new drug was merely a modification of an existing 
compound ; the serious dangers were when a completely 
new chemical group was being tried. The preliminary trial 
should be in two phases: trial in volunteers, then trial in 
patients. After this, if indicated, a large-scale controlled 
trial could be designed, using the information already 
obtained. Professor Keele usually calculated the dose 
which, from animal experiments, might be expected to be 
effective and then divided by 10 or 20 for the first human 
case. Normal subjects were chiefly useful for information 
on side-effects of drugs; therapeutic potentiality was 
commonly not well indicated—e.g., the response to a 
hypotensive drug on normals and hypertensives was usually 
quite different. If preliminary experiments suggested that 
large-scale trial would not be profitable it was still important 
to answer the question whether the series of compounds was 
yet worth pursuing. He advocated that the doctor in charge 
should have had a big enough dose of the drug to produce 
side-effects in himself before inviting volunteers. The 
double-blind technique was often impossible in_ initial 
experiments because of the possible dangers of a drug; also, 
side-effects often gave the game away when this valuable 
technique was used. He described how on one occasion he 
spent months working on a drug only to conclude it was not 
worth doing a large-scale trial, so it was abandoned. It was 
not always as bad as this, but haste was undesirable. The 
doctor only lost his reputation, but the patient stood to lose 
much more 


Basic Questions 


Dr. J. KNOWELDEN (London) discussed the design of 
trials. There were four questions to be answered carefully: 
What disease ? What treatment ? What patients? What 
indices of measurement ? Diagnostic difficulties could ruin 
a trial if not carefully allowed for. Differences in the 
incidence of paralytic poliomyelitis following immunization 
had been readily established, but not of the non-paralytic 
form. This was because of the impossibility of reliably 
diagnosing non-paralytic poliomyelitis clinically. It was a 
good thing to use more than one dose of a drug in a trial, 
as the risk of selecting a wrong dose if only one were used 
was substantial. Bias in selecting patients could prevent 
useful generalization from results of a trial if not allowed 
for. Ethical considerations, Dr. Knowelden said, required 
controlled trials. Casual, uncontrolled therapy was in his 
view unethical. 
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Dr. P. ARMITAGE (London) defined the technique of 
sequential analysis as being that of analysing observations 
continuously as they became available, so that a stop could 
be called as soon as what had previously been agreed to 
be a significant result was obtained. He thought it especially 
suitable for trials of such drugs as hypnotics, antitussives, 
and tranquillizers. It was important not to have too many 
drugs qualifying for clinical trial, as this would prevent 
proper large-scale trials being performed. 

Dr. Mary Lockett (London) thought preliminary human 
laboratory experiments were invaluable. Chemical 
estimations of drug levels in body fluids should be available 
and used as often as possible. Volunteers might give false 
responses if they knew too much, and they might have to 
be tricked sometimes. Their employment was essential 
before proceeding to patients, however. 


Importance of Environment 


Professor G. M. WILSON (Sheffield) discussed the difficulty 
of defining a disease and measuring effects. Environmental 
conditions were important. For example, hypnotic trials 
were better conducted in general practice than in a busy 
hospital ward because the bulk of these drugs were used 
in general practice. Getting the right conditions could add 
greatly to the difficulty in managing a trial, but was vital if 
the results were to be really useful. 

Dr. E. T. KNUDSEN (Beecham Research Laboratories) 
agreed that initial clinical experiments should be done on 
volunteers with increasing doses, and measurement of blood 
levels where possible. But what was to be concluded if 
in trials managed by sequential analysis a lot of subjects 
expressed no preference for one treatment over another ? 
Dr. ARMITAGE replied that this meant that neither remedy 
was much better than the other. Dr. W. P. KENNEDY 
(Distillers Co.) thought that it was highly educational for 
medical students to be experimental subjects. Dr. R. 
GOULDING (Ministry of Health) asked that there should 
always be two independent observers when subjective clinical 
assessment was the chief criterion in a trial. Other points 
made in discussion were that no elegant statistical technique 
was of avail if the original subjective observations were 
unreliable ; that euphoriant effects of drugs might bedevil 
other observations ; and that multiple criteria were desirable 
in order to reduce error. 


Remedies for Mental Illness 


In the second session Sir GEORGE PICKERING (Oxford) was 
in the chair, 

Dr. M. SHEPHERD (London) discussed the assessment of 
the treatment of mental disorders. He described the 
difficulty, even the impossibility, of obtaining homogeneous 
diagnostic groups of patients. Sometimes patients were even 
classified according to their response to treatment—e.g.. 
the type of depression which responded to E.C.T. was 
considered a group. This made the testing of treatments 
difficult. Also it was difficult to know what to measure. 
It was often attempted to evaluate behaviour—i.e., amount 
of violence, incontinence, etc.; but merely taking a new 
interest in chronic patients had a powerful non-specific 
therapeutic effect, and this could easily be confused with 
drug effects. The natural history of diseases and the 
epidemiology of mental hospital admissions and discharges 
needed study to get baselines from which deviations caused 
by treatment could be measured. The minor neuroses were 
very difficult to study. There was a high lapse rate amongst 
patients, so that treatments were often not finished. He 
commended the self-controlled  self-recorded trial in 
neuroses. The tide of “tranquillizers,” thought Dr. 
Shepherd, was on the turn, but a wave of “ energizers * was 
moving towards us and he did not appear to anticipate 
its arrival with enthusiasm. 

Dr. R. H. Gosiinc (Pfizer Ltd.) discussed the 
disadvantages of volunteers. They did not represent the 
general population. What had made them volunteer ? 


He approved of them with reservation. He discussed the 
hazards of trial design and quoted an example of two 
clinical trials of aspirin conducted by the same workers. 
One trial showed aspirin to be valueless as an analgesic, the 
other valuable. The difference in results was due to one 
design being unsuitable though superficially adequate. The 
decoding of placebos and active remedies by patients might 
inevitably occur by the recognition of side-effects in one. 
The double-blind technique was valuable but held pitfalls. 

Dr. W. R. S. Dott (London) observed that, if psychiatrists 
could not diagnose their patients accurately, the statistician 
could not help them with elegant trial designs. In general 
he advocated using the patients as their own controls to 
reduce variability, but this was often impossible if one 
treatment cured the patient or he got better anyway—e.g., 
in peptic ulcer. He thought trials were often too rigid. 
They could often be designed to allow the physician to 
vary the dose; it merely meant asking a slightly different 
question. 


Elderly Sisters and Inquisitive Nurses 


Dr. N. D. Compston (London) stated the difficulties the 
clinician had to face. The full horror of them was often 
not adequately understood by laboratory workers. These 
difficulties varied from elderly ward sisters who disapproved 
of clinical trials as “ monkeying about,” to patients getting 
bored with prolonged trials and medical colleagues who 
promised collaboration and then changed their minds and 
interfered. 

Dr. I. SUTHERLAND (London) remarked that the statistician 
could give no help on whether results were important, but 
only on whether they were more or less likely to be due 
to chance. He thought at present, in mental disease, careful 
studies on the effect of environment might be more 
important than drug trials, and that such studies were 
important in other diseases as well; for example, 
tuberculosis was being studied to see whether on standard 
chemotherapy home or hospital treatment gave better 
results. He emphasized the importance of follow-up studies ; 
placebo-reactors relapsed sooner than others. 

Dr. R. HODGKINSON (U.S.A.) said there were no important 
differences between trial designs in the U.S.A. and Britain, 
but there was a difference in attitude. Doctors in the U.S.A. 
were far more research-minded than here. 

In the discussion that followed, even more difficulties 
in conducting trials were revealed. Dr. A. A. BAKER 
(Banstead) described nurses who set out to examine trial 
drugs for solubility, etc., in efforts to decode them. The 
attitude of nurses could alter therapeutic regimes more 
effectively than drugs. In mental disease, results at one 
hospital might bear no relation to results at another. Dr. 
M. HAMILTON (Leeds) said that placebo-reactors were 
unstable ; sometimes the same person responded to placebos 
and sometimes he didn’t. Dr. W. R. S. Dott described 
how to deal with a high lapse-rate if it was unavoidable. 
All lapsed patients should be followed up and the trial 
results analysed both with and without them. If the two 
sets were very different—they usually were not—then the 
lapsed patients had damaged the trial. 


Duty to be Systematic 


Sir GEORGE PICKERING brought the discussion to an end. 
He thought that such a meeting under industrial auspices 
was good and the proceedings had shown a high standard 
of integrity in the pharmaceutical industry. The basis of 
good clinical trials was simply the scientific method. 
Conclusions were often illegitimately drawn from a trial. 
It was one thing to lower the blood cholesterol with a 
substance, but quite another to suggest that this prevented 
or cured any disease. There was no evidence that it did 
anything of the sort. Pharmacological studies only indicated 
how a drug might be used. They were not a substitute for 
clinical trials. 

On placebo-reactors Sir George said that the good 
physician was a placebo-reactor-producer, for this reinforced 
the effects of a drug and was therapeutics. When he was 





298 Jan. 31, 1959 
young this was the sole difference between the good and 
the bad physician. It was often asked whether a drug 
should be widely used before a controlled trial was done. 
This was not really the right question. All therapy should 
be conducted to give a clear result, and that was all that a 
controlled trial was—therapy planned to give a result. 
Casual therapy gave rise to the notoriously valueless 
“ clinical impression.” We had to treat patients, so let us do 
so systematically to find out if treatment A was better than 
treatment B. If we did that we were doing controlled trials. 
Doctors’ refusal to do this inflicted suffering on patients 
for example, tens of thousands of sympathectomies had been 
done for hypertension, but we still didn’t know how useful 
it was. Doctors should not let this sort of unnecessary 
suffering go on. 





GAMMA GLOBULIN SUPPLIES 


Last week we discussed the use of gamma globulin in the 
treatment of measles* (Journal, January 24, p. 323). Below 
we print information, provided by the Ministry of Health, 
on its availability and dosage. Since we last printed a note 
on this (Journal, February 18, 1956, p. 395) the “ usual 
dosage” for the prevention of rubella has been doubled 
(from 750 meg. to 1.5 g.). 

Gamma globulin, prepared from pooled plasma from 
for the 

















normal healthy adults by the Lister Institute 
Ministry of Health, is distributed to doctors in England 
Disease Available for Usual Dosage 
sets ‘ ——-— ——_ —— --|- * penta 
Measles (1) Control of hospital and | Prevention 
} institutional outbreaks | 3yearsandover 750 mg. 
(2) Persons suffering from inter- | 1-2 years 500 mg 
| current illness or living in a | Under I year 250 mg 
| poor environment for whom an 
attack’ of measles would be 
dangerous : 
(3) Children under 3 years of age Attenuation 
All ages 250 mg. 
Rubella Women exposed to infection in Prevention 
the first 4 months of pregnancy 1-5 g. 
Poliomyelitis (1) Nurses and madical students Prevention 
who are closely associated with | 7 years and over I-S g. 
the care of early cases and who | 1-6 years 1-0. 


} so far as is known have not | Under | year 500 mg. 
been in contact with the infec- 
tion previously. It is intended 
that only one injection should 
be given and that prior to their 
going on the poliomyelitis 
wards 

(2) Babies in a hospital or 
maternity home exposed to 
infection soon after birth 

(3) Children in a hospital ward 
in which a case develops— 
especially children who have 
recently undergone tonsillec- 
tomy 











In addition, a small stock of gamma globulin prepared from the blood of 
Persons recently vaccinated against smallpox is held for the treatment of 
cases of generalized vaccinia, accidental vaccinal infections endangering the 
eye, and, in special circumstances, for the protection of unvaccinated smallpox 
contacts 


and Wales through laboratories of the Fublic Health 
Laboratory Service. Requests for supplies should be 
made to the director of the nearest constituent laboratory 
of the Service. So far as supplies alloyy, it is issued for 
the protection of susceptible contacts of measles, rubella, 
and poliomyelitis, as shown above. 








*1| ml. gamma globulin is equivalent to 100 mg. 





The Transactions of the American Ophthalmological 
Society, vol. 55, 1958, contains papers read at the society’s 
ninety-third annual meeting, held at Hot Springs, Virginia, 
in 1957, together with theses submitted by candidates apply- 
ing for membership of the society. This volume is distri- 


buted in Great Britain by the Oxford University Press, 
London (805 pages, illustrated, £7 4s.). 


TESTING NEW DRUGS 





British 
Mepicat JouRNat 


To-day’s Drugs 





With the help of expert contributors we publish below notes 
on a selection of drugs in current use. 


Deaner (Riker).—This is the p-acetamidobenzoic acid salt 
of 2-dimethylaminoethanol (D.M.A.E., deanol), and each 
tablet contains 25 mg. base. 

Atrol (Duncan, Flockhart).—This is the bitartrate of the 
same base, and tablets of 5 mg. and 20 mg. are available. 

D.M.A.E, has been introduced as a drug on the following 
theoretical grounds. From observations that muscarinic 
amines such as arecoline would inhibit certain conditioned 
responses in rats and produce lucid intervals in schizophrenic 
patients, it was concluded that the production of acetyl- 
choline in the brain should have a beneficial stimulant effect. 
It was then argued that this could be achieved by giving 
2-dimethylaminoethanol, a precursor of acetylcholine, 
which is a tertiary amine, and which, unlike choline, can 
cross the blood-brain barrier. It has not been proved, how- 
ever, that any conversion of D.M.A.E. into acetylcholine 
does take place in the brain, or that the stimulant effects 
described, which may also be produced in a number of 
other ways, are in fact due to acetylcholine. 

A few small clinical tests have been reported. D.M.A.E. 
in a dose of 10-20 mg. a day is said to increase mental 
concentration, produce greater affability, reduce the need 
for sleep, and increase muscle tone. In schizophrenic 
patients an improvement was reported after six months’ 
treatment with 50 mg. a day. The effectiveness of such a 
substance is of course difficult to measure. No serious toxic 
effects have been reported except the precipitation of grand- 
mal seizures in patients subject to them. 

N.H.S. basic price: deaner, 100 tabs., 28s. 7d.; atrol, 
50 tabs. 5 mg., 6s. 6d.; 100 tabs. 20 mg., 23s. 10d. 








APPROVED NAMES 


The last supplement to the consolidated list of “ approved 
names” was published in the Journal of December 20, 
1958 (p. 1529). A new supplement, dated January, 1959, 
is printed below. Communications relating te “approved 

















names” should be addressed to the secretary, British 

Pharmacopoeia Commission, General Medical Council, 

44, Hallam Street, London, W.1. 

Approved Name | Chemical and Other Names Notes 

Bephenium Benzyidimethylphenoxyethylammon- Anthelmintic 

hydroxynaph- ium 3-hydroxy-2-naphthoate 
thoate “ Alcopar” 

Chlorbetamide Dichloro-N-(2: 4-dichlorobenzyl)-N- Amoebicide 
(2-hydroxyethyl)-acetamide 

“ Mantomide “; “ pontalin™ 

Chlorpropamide | N-p-Chlorobenzenesulphonyl-N’- Oral hypo- 

propylurea glycaemic agent 
“Diabinese” 
Dimethisoquin 3-Butyl-!-(2-dimethylaminoethoxy)- Local analgesic 
isoquinoline 
“ Quotane "” is the hydrochloride 
Dithiazanine 3: }'-Diethylthiadicarbocyanine Anthelmintic 
“ Delvex " is the iodide; “ telmid” 
is the iodide 

Fluoxymesterone | 9a-Fluoro-118: 178-dihydroxy-17a- Anabolic 

methylandrost-4-en-3-one androgen 
9a-Fluoro-118-hydroxy-17-methyl- 

testosterone 
“ Uhandren ” 

Griseofulvin 7-Chloro-4: 6-dimethoxycoumaran-3- | Fungistatic 
one-2-spiro-1'-(2’-methoxy-6’- antibiotic 
met hylcyclohex-2’-en-4’-one) 

“ Grisovin ” 
Methylpredni- 11g: 17a: 21-Trihydroxy-6a-methyl- Corticosteroid 
solone pregna-!: 4-diene-3: 20-dione 
6a-Met hylprednisolone 
“ Medrol”; “ medrone” 
Phenacemide (Phenylacetyl)urea Anticonvulsant 
“ Phenurone ” 
Stanolone 178-Hydroxy-Sa-androstan-3-one Anabolic 
“ Anabolex ” androgen 
Styramate 2-Hydroxy-2-phenylethyl carbamate Skeletal muscle 
“ Sinaxar " relaxant 

Trifluoperazine 2-Trifluoromethyl-10-[3°-(4"-methyl- Treatment of 

1*-piperaziny!)propyl)phenothiazime psychotic dis- 
“ Stelazine” is the dihydrochloride orders 
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Correspondence 








Because of heavy pressure on our space, correspondents are 
asked to keep their letters short. 


Post-operative Penicillin in the Septic Hand 


Sir,—I was interested to read Dr. John Anderson’s 
article (Journal, December 27, p. 1569) on this subject. 
I would agree with his main conclusion that careful 
and timely surgery takes pride of place in the treatment 
of infected hands rather than long-continued courses 
of antibiotics. I regret, however, that he has not 
made use of my work on the use of penicillin in the 
treatment of infected hands.'* The same principles 
have been further elaborated by Lowden.* By operating 
upon infections of the hand with a large concentration 
of penicillin in the circulation at the time of operation, 
and allowing the penicillin to enter the abscess cavity 
by breaking the granulation lining, infection is 
obliterated rapidly. 

I pointed out in a letter* that the healing of infected 
hands depends more on the amount of tissue and/or 
epithelial destruction. The times of healing in different 
series are difficult to compare. In paronychia, however, 
comparison is very much easier. In over 1,000 cases 
treated by the methods I have described, the healing 
time was an average of four days. This is a very 
significant difference from the average of nine days in 
Dr. Anderson’s series and minimizes the waywardness 
of some patients which he deplores. It has never been 
found necessary to remove any part of the nail, even 
when pus is lying unc it. 

All operations on distal parts of fingers are carried 
out here under local anaesthetic on the lines suggested 
by Pilcher.° In a teaching hospital I suggest that this 
technique should be perfected and demonstrated to 
students. If subsequently these students practise in 
areas relatively remote from hospitals, they will then 
be able to treat these cases single-handed without trouble. 

-I am, ete., 

MAURICE ELLIs. 


Casualty Department, 
The General Infirmary at Leeds. 


REFERENCES 
Ellis, M., Lancet, 1951, 1, 1038. 
Pye’s Surgical Handicraft, 1956, chapter 56, pp. 474-481, ed 


H. Bailey. Bristol. 
* Lowden, T. G., The Casualty Department, 1955. Edinburgh. 


* Ellis, M., Lancet, 1952, 1, 613. 
Pilcher, R. S., Dawson, R. L. G., Milstein, B. B., and Riddell. 
A. G., ibid., 1948, 1, 777. 
Mental Health Bill 
Sir,—I have read many reviews of the Mental Health 


Bill in the medical and lay press (Journal, January 10, 
p. 103), but am surprised that no comment has yet been 
made on the onerous duties which are to be thrust on 
management committees. Under Section 32(2) they 
will have to pass judgment on the two medical 
recommendations for compulsory admission within 14 
days and take action if these are considered 
inappropriate ; under Section 38(1) the managers will 
have to deal with an alteration of diagnosis; under 
Section 43(3) they will have to judge the efficacy of a 
medical recommendation to continue detention ; under 
Section 44(2) the managers must decide whether a 
medical recommendation justifies the detention of a 
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psychopath after the age of 25. In the past such duties 
have been performed by members of the Board of 
Control who were experts in law and psychiatry. With 
all due respect to members of management committees, 
will they have the time or the knowledge to carefully 
consider each document and make the vitally responsible 
decisions in an expert manner ? 

The public needed a scapegoat for the shortcomings 
of the mental health service, and the Board of Control 
served as a useful body at which to sling mud, but I 
wonder whether, in due course, management committees 
will not suffer similarly. The Board of Control had at 
least the advantage of expert experience, distance, and 
objectivity, whereas local bodies will soon be accused of 
partiality because they “ know” the doctors concerned 
making the various recommendations.—I am, etc., 


Park Prewett Hospital, I. ATKIN. 


Basingstoke. 


Sir,—The Report of the Royal Commission on the 
Law relating to Mental Illness and Mental Deficiency’ 
recommends a change in the nomenclature for the 
classification of mental defect. In effect it suggests that 
the present grades of idiot, imbecile, feebleminded 
person, and moral defective be replaced by two groups 

the severely subnormal, which would consist of the 
first two groups, and a psychopathic group to include 
all patients at present classified in the latter two groups. 
The terms of the recently published Mental Health Bill 
have modified this nomenclature and substituted three 
gradations of mental defect—the severely subnormal, 
the subnormal, and the psychopaths (see Journal, 
January 10, p. 103). It is, however, dubious if this 
proposed terminology will be any more acceptable to 
parents than the old, and I suggest that a more realistic 
and acceptable classification of the intellectually under- 
equipped would be: (a) The severely retarded— 
comprising the present idiots and imbeciles; (5) the 
retarded—comprising the “garden variety” feeble- 
minded ; and (c) retarded persons with psychopathic 


tendencies—comprising some of the criminal and 
unstable feebleminded and the moral defectives. 
Though notoriously difficult to define, most 


psychiatrists have some fairly uniform concept of what 
constitutes a psychopathic personality. It would be 
unwise, and lead to further confusion, if the ordinary 
body of feebleminded persons were added to this already 
ill-defined group. The two groups are in no way 
comparable, and differ not only diagnostically but also 
in their response to training and treatment. 

In an attempt to investigate the extent of the psychopathic 
problem in a population of resident defectives, an investiga- 
tion was undertaken at the Langdon Extension of the Royal 
Western Counties Hospital Group. This unit, with 525 beds, 
is considered representative of the average mixed mental 
deficiency colony. 

After deducting those under the age of 16 with an FQ. 
below 38, who cannot fairly be considered in a discussion 
on psychopaths, there remained 314 patients. Of these, 48 
males and 11 females were admitted under Section 8 and 
9 of the Mental Deficiency Acts—that is, they had been 
before the court or in prison. Not all of them are 
psychopaths, however; most are ordinary feebleminded 
persons who happen to have been in conflict with the law. 
Those who would be diagnosed as psychopaths by ordinary 
psychiatric criteria may be classified as aggressive 
personalities 4, sex deviants 14, and antisocial personalities 
10. A few of these 28 “true psychopaths” were ordinary 
admissions and had not been admitted under Sections 8 
and 9. 
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At Langdon there are 19 patients with an I.Q. of over 
80, and obviously their social failure is not due to their 
intellectual retardation but rather to the inadequacy or 
abnormality of their personalities. It is therefore surprising 
to find that only 9 of this 19 are included in the 28 
psychopaths, the remaining 10 being mild psychotics and 
social incompetents. 

The following conclusions may be drawn from this 
study: (1) As by present standards only 28 defectives 
out of the total population of 525 could be diagnosed 
as psychopaths, it would have been clinically 
indefensible to label, as the Royal Commission 
proposed, the whole 314 as belonging to that grade. 
(2) The psychopaths with 1.Q.s of over 80 could perhaps 
be treated with other psychopaths of average intelligence. 
(3) The 19 remaining psychopaths with the additional 
handicap of subnormal intelligence would, however, be 
unsuitably placed with those of normal intellectual 
power. When they present too difficult a problem for 
the ordinary colony, a few can be transferred for care 
to the State Institutions, the average number sent there 
from Langdon being two per annum.—I am, etc., 


Royal Western Counties Hospital, D. PRENTICE. 


Starcross, Devon. 
REFERENCE 
' Cmnd. 169, 1957. H.M.S.O., London. 


Early Diagnosis of Mental Defect 


Sir,—May I suggest that one strong reason for 
deciding about a child’s mental defect before the age of 
5 (Journal, January 3, p. 50) is to enable the defective 
to benefit from the facilities provided by the local 
authority mental health department ? Until a child is 
formally ascertained the health department will not pay 
for it to go to one of the short-stay homes, which are so 
valuable in preventing family breakdowns, and unless 
some private fund can be tapped the family is denied 
this relief. An arbitrary refusal to ascertain any child 
until it is 5 would cause much unnecessary hardship. 

-I am, etc., 


Royal Manchester Children’s Hospital, 
Manchester, 3. 


B. M. HUNTER, 


Almoner. 


Surplus Beds and Nurses 


Sir,—The progress of two men who underwent 
operation for inguinal hernia, and the observations of 
one of them, would seem to have much to teach. 


(1.}—An active clerk in holy orders, aged 90, attended 
out-patients asking if he was too old for operation on his 
troublesome scrotal hernia and said he had been told 30 
years before by a distinguished surgeon that he was then 
too old for operation. Under general anaesthesia (Dr. 
Gwendoline Harrison) radical repair of the hernia, including 
orchidectomy on the same side, was carried out. On the 
second post-operative day, when kneeling in the hospital 
chapel, he fell, but this upset was temporary and he was 
discharged home on the eighth post-operative day. On the 
twenty-first post-operative day he was seen in an office five 
miles (8 km.) from his home, which he had reached using 
public transport. 

(2.}—-A family doctor, aged 64, underwent a similar 
anaesthetic and surgical experience. He refused any 
post-operative sedatives, slept well, and at no time after 
operation had he as much pain as he had experienced when 
wearing a truss. He surprised the nurse who entered his 
room in the early morning 12 hours after operation, for she 
found him standing shaving at the basin (he shaves wet) : he 
dressed and sat up until afternoon. On the second 


post-operative day he anticipated by some hours a blanket 
bath by getting into the ordinary bath unaided and by 
washing in the standing position, largely keeping the wound 
dry ; he helped to make the bed with the nurses. Later 
this day he was pushed in a chair by a porter (described 
by the doctor as elderly) to the physiotherapy department 
for diathermy, which the doctor fancied for his shoulder. 
The doctor was so alarmed when the chair nearly ran away 
down an incline that he walked back from the department 
to his room, disdaining the lift. Here a welcome visitor 
awaited him. He opened a demi-bottle of champagne and 
afterwards enjoyed his food, which up to then he had found 
distasteful. It was agreed that he might go home to lunch 
on the third post-operative day ; he summoned his sports car 
this day, drove home, and did not return. His wife, who 
had not had any special training as a nurse, removed the 
Michel clips under his guidance on the fifth post-operative 
day. On the 15th post-operative day he found his prowess 
unimpaired, and on the 20th post-operative day danced all 
evening at the hospital ball. He started full work on the 
24th post-operative day. 


The doctor, probably prompted by a letter he had 
received a few days before admission from his daughter, 
who is a nurse and who had described the difficulty in 
finding something to do on her ward—there being eight 
patients and five nurses on her stint (she was nursing in 
one of those hospitals where it costs nearly £40 per 
week per bed)—kept a detailed account of all the 
personnel who attended him except for the two hours 
he cannot remember. Would that space might allow 
reproduction of his minute-by-minute record! He has 
nothing but praise and gratitude for the nursing care, 
and his most helpful constructive comments may be 
summarized as follows: 


Active resistance is necessary to prevent being given 
sedatives, especially post-operatively; he found them 
unnecessary and believes that their use does much to make 
a patient ill after a simple operation. 

The general acceptance that a patient ought to be ill after 
operation is wrong and makes many patients think they are. 

The majority of patients can look after themselves as far 
as feeding, washing, and toilet is concerned very early after 
an operation. 

Over-anxiety leads to nurses visiting a patient repeatedly. 
and simple duties being shared between many hands—e.g., 
one nurse brings the tray, another the porridge, and yet 
another the egg; one nurse straightens the bed and then a 
few minutes later two come along and make it; an orderly 
dusts half the room and away she goes, a nurse does the 
other half, and so on. 


Here, then, are two men, perhaps exceptional 
characters, who needed no special attention after 
operation for hernia. They could look after themselves, 
except for dressing of the wound on the fifth post- 
operative day, from the day after operation. The 
clergyman of 90 years left hospital on the eighth post- 
operative day and the doctor on the third post-operative 
day. It would be reasonable for average patients after 
operation for hernia and the like to be sent home, if the 
wound is normal, within the week, so reducing waiting- 
lists and the clamour for more hospital beds. More 
important perhaps is the appreciation that within a few 
hours of an operation sensible patients can look after 
themselves, requiring special care only for a very 
small part of their stay in hospital. If general hospitals 
were organized so that highly skilled staff looked after 
the 30% or so of patients requiring technical skill for a 
few hours or days in a special ward until their transfer 
to wards carrying less staff for simple attention, the 
perennial plea for more nurses would cease. More 
patients would return home well and earlier. Time 
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spent in planning for more beds for more nurses to 
staff them would be better used in discussion of the 
efficient use of facilities and personnel now available.— 
I am, etc., 

Leeds, 1. H. S. SHUCKSMITH. 


A Case of Many Lesions 

S1r,—I was pleased with the first clinico-pathological 
report (Journal, January 24, p. 224), but felt it was 
incomplete. All that was said of the patient as a person 
was that she was a “30-year-old unmarried shop 
assistant.” Her social background, family adjustments, 
and long-term history had been happily omitted by our 
colleagues in the ivory tower, with the exception of Dr. 
C. M. Fletcher, who presumed the existence of her 
doctor and wondered if he had ever taken her blood 
pressure. Did they think the patient’s life outside 
hospital was unimportant, or just irrelevant ‘ 

I confess that I am left wondering more about what 
they left out than I feel edified by new knowledge. Is 
it not possible in future conferences to get the patient’s 
family doctor to express his special difficulties with the 
case? If this has been already attempted without 
success, why has it proved too difficult ?—I am, etc., 


Paignton, Devon. J. F. BuRDON. 


The Emperor’s New Clothes 


Sir,—In this connexion (Journal, January 17, p. 161) 
two points occur to me: 


(a) In view of the established finding that a high 
percentage of patients taking quite normal amounts of 
aspirin show occult faecal blood, should not this 
evidently dangerous drug be included with phenyl- 
butazone, gold, and the newer hormones on which the 
general practitioner is advised to seek the advice of 
the nominated experts ? With, of course, restriction of 
its free sale to the public ? 

(b) “ The Emperor’s New Clothes ”*—or possibly “ The 
Shirt of Nessus? ” Two years ago a highly minatory 
letter complete with a copy of the General Medical 
Council’s “ Warning Notice ” was issued by the Central 
Ethical Committee of the B.M.A. in similar, but much 
smaller, circumstances. Will corresponding action be 
taken in this instance ? Perhaps, however, the position 
would be sublimated by the chairman of the Empire 
Rheumatism Council standing clad for a week or two 
in a white sheet on the steps of Hallam Street from 
dawn to dusk. Repentance would at least be visible. 

I am, etc., 


Sunderland W. GRANT WAUGH. 


Hirsutism 
Sir,—I was interested to read the article entitled 
“Development of Hirsutism after Puberty” by 


Professor F. T. G. Prunty, Dr. R. V. Brooks, and Dr. 
D. Mattingly (Journal, December 27, p. 1554). I 
found it extremely interesting and feel that it is a 
definite contribution to the subject of hirsutism. 
However, I disagree with the authors in regard to their 
criteria for the diagnosis of the Stein—Leventhal 
syndrome; I also disagree that exploratory surgical 
procedures be utilized to establish a diagnosis. Nor do 
I agree with their statement that “in some instances the 
size of the ovary and appearance of the capsule are 
almost normal.” 
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As we define it, the syndrome is one in which 
sterility is accompanied by a secondary amenorrhoea 
(anovulation), consistently enlarged, symmetrical 
ovaries with a definite pathologic pattern which we 
have described. Changes in the breast and uterus and 
the occurrence of a male type of hirsutism are found in 
from one-half to three-fourths of cases. We do not 
consider that there is a typical Stein—Leventhal ovary 
per se, since the same enlargements and anatomic 
changes, arrangement of the cortical cysts, etc., occur in 
other conditions such as the adreno-genital syndrome. 
[hey cannot be distinguished from each other by 
pathologic examination. These syndromes are 
differentiated from each other by the use of 
hormone assays ; in the Stein-Leventhal syndrome the 
17-ketosteroids and F.S.H. are within the normal range. 

The aetiology of the condition still remains obscure. 
Since the publication of my article in 1949,' which the 
authors quoted, there have been numerous publications 
on the subject of the Stein—Leventhal syndrome by us, 
and by many others, which have tended to more clearly 
define the limits of the syndrome. We arrived at our 
initial recognition of these cases through the use of 
pneumo-roentgenography and have continued to use 
this diagnostic technique. We feel that laparotomy is to 
be used as a means of approach to therapy, and not for 
diagnosis.—I am, etc., 


Chicago, 2, IRVING F. STEIN. 
Illinois. 
REFERENCE 
' Stein, I. F., Cohen, M. R., and Elson, R., Amer. J. Obstet. 
Gynec., 1949, 58, 267. 


Gastro-duodenal Lesions and Méniére’s Disease 


Sir,—Dr. R. Wyburn-Mason’s article (Journal, 
January 10, p. 79) describes under the term Méniére’s 
syndrome what for many years in this country has 
been known as Méniére’s disease.! This is a relatively 
common condition and it is likely that in some cases 
lesions of the stomach or the duodenum will be present 
at the same time. It is also well known that emotional 
tension or worry will predispose to the attacks of the 
disease, and it is interesting that hospitalization will 
almost always much reduce the number and severity 
of the attacks. Relief of the symptoms of Méniére’s 
disease would follow cure of the gastro-intestinal lesions 
which are likely to cause a good deal of mental distress. 

Johnson? and Strong,* after work on the effect of 
sympathectomy on the labyrinthine vessels and 
Méniére’s disease, state that their observations were 
carried out under general anaesthesia but that Smithwick 
found that it is almost impossible to obtain any useful 
results in experiments designed to determine function 
of the sympathetic system in any part of the 
experimental animal when general anaesthesia is used. 
No conclusions can be obtained one way or the other 
unless an acute experiment can be designed in which 
anaesthesia is not necessary. Their results in cases with 
Méniére’s disease after stellate sympathectomy were, 
they state, not as good as Passe’s,* but they found, as did 
Roland Lewis and myself,’ ® that there is an established 
place in the treatment of Méniére’s disease for 
sympathectomy. 

The explanation of Hallpike’s finding of a dilated 
endolymph system in Méniére’s disease appears to be 
that endolymph is formed from the perilymph and 
selectively absorbed by the stria vascularis (not secreted 
by this structure). Evidence suggests that perilymph is 
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a plasma transudate from the abundant vessels of the 
perilymph space, and that, if the supply of perilymph 
fails owing to alteration in the blood flow, the endolymph 
channels increase in size to compensate for the lack of 
perilymph.’—I am, etc., 


Market Rasen, Lincs. M. SPENCER HARRISON. 


REFERENCES 

' Harrison, M. S., by Thom. Hosp. Gaz., 1945, 43, 88. 

* Johnson, L. F., A.M.A. Arch. eae 1954, 59, 492. 

* Strong, M. S., ibid., 1957, 65, 340 

* Passe, E. R. G., Proc. roy. Soc. Med., 1951, 44, 760. 
Harrison, M. S., J. Laryng., 1956, 70, 680. 

‘+ —_—— and Naftalin, L., Proc. roy. Soc. Med., 1958, 51, 624. 
Naftalin, L., and Harrison, M. S., J. Laryng., 1958, 72, 118. 


Foreign Body in the Nose 


Sir,—Dr. P. B. Sparke (Journal, January 10, p. 115) 
makes the children cry. If a foreign body can be 
removed from the nose without tears, so much the 
better. 

I am grateful to the late Dr. T. H. Easton, of Penistone, 
for having told me of the hairpin method, which I have used 
for removing small stones from children’s noses with the 
greatest. of ease. The hairpin should be slightly bent at an 
angle of about 10° half an inch (1.3 cm.) from its rounded 
end. This is passed into the nostril beyond the foreign 
body, which is then delivered by gentle traction, and with 
the minimum of fuss the pebble is on the floor and hardly 
a tear shed. 

-I am, etc., 


Sonning Common, Nr. Reading. P. M. R. HEMPHILL. 


Preparation for Hysterectomy 


Sir,—Dr. Winifred Coppard has drawn attention 
(Journal, January 17, p. 171) to the fact that when a 
hysterectomy is undertaken interference with marital 
relationships may subsequently follow. I am entirely 
in agreement with her in that the patient should realize 
that there may be detrimental changes in sex life, and 
this warning should always be given, but it does not 
necessarily follow that such results will ensue. 

One of the most important points in connexion with 
repair operations and hysterectomies is to plan 
carefully that marital relations shall suffer as little as 
possible, and even at times be improved. I have in 
mind a case where a Wertheim’s operation was 
performed for a carcinoma of the cervix in a young 
woman of 34. A vagina of not more than 2 in. (5 cm.) 
in length was conserved. She was encouraged to 
resume normal sex life, and after a year she admitted 
that “things were better than ever before” as far as 
she and her husband were concerned, and this she 
repeated 12 years later. 

In gynaecological operations the first aim should be 
to remove painful and tender tissues or to replace them 
where they will not be subjected to pressure during 
intercourse. For example, a conserved ovary can 
usually be suspended in a high position where it will be 
free from pressure. Again, many women are under the 
impression that the removal of the uterus will 
automatically take away their capacity and desire for 
sex life. On this point they must be reassured. The 
aim of the gynaecologist should be to remove unhealthy 
structures and at the same time to conserve normal 
function, not the least of which is the preservation of 
satisfactory marital relationships.—I am, etc., 


J. LYLE CAMERON. 


London, W.1. 


The Intermediate Megaloblast 


Sir,—In your annotation on the significance of 
intermediate megaloblasts (Journal, January 10, p. 105) 
you stated that “their presence would strongly suggest 
the anaemia under investigation is not true 
uncomplicated pernicious anaemia.” In my experience 
this is not true. When there are minor deficiencies of 
vitamin B,, or folic acid intermediate megaloblastic 
change is the characteristic marrow reaction.' _Inter- 
mediate megaloblasts are therefore found in most 
patients with uncomplicated megaloblastic anaemia, 
including Addisonian pernicious anaemia, when the 
haemoglobin concentration is more than 8 to 9 g. per 
100 ml. and the red cell count more than 3 millions 
per c.mm. If the significance of these cells is misinter- 
preted a valuable aid in the diagnosis of early 
Addisonian pernicious anaemia,'? particularly in 
patients with “subacute combined degeneration of the 
cord without anaemia,’ is lost. 

Nevertheless, as pointed out in your annotation, cells 
intermediate in appearance between megaloblasts and 
normoblasts may also be found if the megaloblastosis is 
masked by coincident iron deficiency or by the presence 
of conditions which interfere with the utilization of iron 
In such patients it is the contrast between the relatively 
severe anaemia and the relatively trivial degree of 
megaloblastic change in the marrow, rather than the 
presence of intermediate megaloblasts, which suggests 
that the megaloblastic anaemia is complicated by other 
deficiencies or disorders.—I am, etc., 


py _ School, 
London, W 


D. L. MOLLIn. 
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Vena Caval Obstruction Causing Menorrhagia 


Sir,—The following case is considered worthy of 
report in view of the association of long-standing inferior 
vena caval thrombosis with severe menorrhagia. 


A 39-year-old Bantu female was first seen by us in June, 
1958, with a history of irregular and excessive menstrual 
bleeding of 15 years’ duration. The patient had been in 
excellent health, with normal menstrual rhythm, until 1943. 
Following the birth of a child in that year, she developed 
puerperal sepsis, and ran a hectic fever for some weeks. 
During this period the patient noted the appearance of 
large superficial abdominal veins and moderate ankle 
oedema. Several months later, with the recommencement 
of her menses, menorrhagia and metrorrhagia began. During 
the 15-year period she had been hospitalized for the 
investigation of menorrhagia on five occasions. The presence 
of large abdominal venous collaterals and moderate ankle 
oedema had been noted, but their association with the 
patient’s menorrhagia had apparently been overlooked. 
Diagnostic uterine curettage had been performed on each 
occasion, but the diagnosis remained unestablished. In 
1951 a laparotomy was performed. No abnormality of 
the pelvic organs was noted, while biopsy of both ovaries 
likewise revealed no lesion. 

On examination the positive findings consisted of 
hypochromic anaemia (Hb 5.6 g. per 100 ml., M.C.H.C. 
28%). large venous collaterals on the anterior and posterior 
aspects of the trunk extending upwards from the inguinal 
and lumbar regions, moderate ankle oedema, and persistent 
albuminuria which varied between 0.5 and 2 g. per litre 
(Esbach). Vaginal examination revealed a firm, non-tender, 
fixed mass which filled the right parametrium. The cervix, 
uterus, and left adnexa were normal. Obstruction of the 
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lower part of the inferior vena cava was confirmed on 
venography. The blood urea, cholesterol, and serum 
proteins were normal, as were the bleeding and clotting 
times, plasma fibrinogen, and the prothrombin index. 

The hypochromic anaemia responded well to intramuscular 
iron therapy, following which. in July, 1958, a total 
hysterectomy and _ right salpingo-oophorectomy were 
performed. The uterus was blue and congested, with a 
consistency softer than normal, but was not enlarged. The 
right parametrium was occupied by a large mass of dense 
fibrous tissue. Both common iliac veins were completely 
thrombosed. This thrombosis extended into the inferior 
vena cava as far as and including the right renal vein. The 
right ovarian veins were also thrombosed and could be 
traced as two cords to their entry into the thrombosed right 
renal vein. Numerous dilated collaterals of the epigastric 
and haemorrhoidal systems were present. Microscopic 
examination of the cervix, uterus, right ovary, and fallopian 
tube did not reveal any significant pathology. 

Our interpretation of this case is that the widespread 
venous obstruction and the chronic parametritis were 
complications of an episode of puerperal sepsis in 1943, 
and that the ensuing menorrhagia was largely, if not 
entirely, due to the uterine venous congestion associated 
with the vena caval obstruction. It is possible that in 
its early stage the parametritis itself contributed to the 
menorrhagia, but, as seen at laparotomy in 1958, it was 
a process of such extreme chronicity that it is very 
unlikely to have played any part during the latter years 
of the menorrhagic period.—We are, etc., 

Y. DuGas. 
H. C. SEFTEL. 
D. RABINOWITZ. 


Baragwanath Hospital, 
Johannesburg. 


Diphtheria Prophylaxis 

Sir,—The paper by Dr. Violet Spiller and her 
associates in the Journal of January 10 (p. 96) deals with 
one of the most important aspects of diphtheria 
prophylaxis—namely, the degree of immunity to the 
disease that the child has just before entry to school, 
which is the time of life when he is most in need of a 
high level of immunity. All the children in this study 
were given diphtheria prophylactic together with 
pertussis vaccine, and they received the first (combined) 
injection at about 3 months of age. It must never 
be forgotten that 3 months is nothing like early 
enough for pertussis prophylaxis. 

In the six-year period 1951-6, deaths from pertussis in 
England and Wales in the four quarters of the first year of 
life were: 
| 6-8 9-11 


| 
Age at death (months) | Under 3 3-5 


No. of deaths 220 239 | 158 122 


These deaths are the index of the destructive effects of 
this disease ; for each death there will be many more cases 
of pneumonia, of which a proportion will leave permanent 
lung damage. The paramount necessity of giving pertussis 
vaccine as early as possible is very clear, and 1 month of 
age is frequently (and probably rightly) adopted for starting 
this immunization. . Nearly two-thirds of the damage is 
already done by 6 months of age, and to have the highest 
possible immunity by 3 months is an absolute minimum, 
in relation to what threatens in the second quarter of life, 
if first things are to be put first, and if this immunization is 
to achieve its primary purpose. 

Everyone would like to be able to combine diphtheria 
prophylactic with that for pertussis. But, apart from any 
risk of provoking poliomyelitis with this particular 
combination, circulating antitoxin in the very young infant 
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may well impair the immunological response. We do not 
know what would be the general immunity to diphtheria 
at 5 years if diphtheria prophylaxis were begun at 1 
month. What is needed in the first instance from this point 
of view is information regarding the immunity to diphtheria 
at 5 years of age of children who have received their first 
(combined) immunizing injection at 1 month, compared 
with that of children who have received their first 
diphtheria injection at the time of election, which is at 6 
to 8 months. For all practical purposes diphtheria has 
not been, and certainly is not now, a disease of infants. In 
1955 there were 13 deaths from diphtheria ; none of these 
occurred in a child under 2, but 10 did so in children over 
2 and under 15. Tetanus also is not a disease of infants ; 
immunization against this disease can well be combined with 
that against diphtheria at 6 to 8 months. 

The other important immunization to be considered in 
this connexion is that against poliomyelitis. The name 
infantile paralysis is by no means as outmoded as is 
sometimes suggested. In the seven-year period 1950-6 the 
approximate death rates at different ages from this disease 
for England and Wales were: 





| 





| 
| | 45 and 
Age in years } O- | I- | 5- | 15- | 25- | over 
Death rate per million living 122 | 83 | 61 61 52 6 
| | | 


It seems clear that immunization against poliomyelitis 
should be carried out as early as possible. It is to be 
hoped, therefore, that it may prove possible to combine it 
with that against pertussis, and that it may be shown that 
there is no contraindication (on general grounds there 
appears to be none at the moment) to this procedure, and 
to giving poliomyelitis vaccine at 1 month. There are 
obvious difficulties in producing and in issuing a combined 
prophylactic for this purpose, although even this may prove 
possible eventually, but it may be feasible to mix the two 
antigens in one syringe. 

The ideal scheme of immunization in the present state 
of needs, and of knowledge, would therefore appear to 
be: pertussis and poliomyelitis at 1 month, and 
diphtheria with tetanus at 6 to 8 months. There 
are of course good reasons why some infants cannot be 
presented to the doctor for immunization as early as 
1 month. Apart from these cases, however, the best 
should be attainable in the majority.—I am, etc., 


Reading E. C. H. Huppy. 


Death Certification of Children 


Sir,—It would be a pity if it were thought, as the 
result of a cursory study of the article by Drs. John L. 
Emery and K. A. Irvine (Journal, December 20, 1958. 
p. 1510), that the statistics published by the Registrar- 
General bear little resemblance to the nature of events 
recorded. The examples given of the classification of 
the cases into groups may be unfortunate, but I would 
like to submit the following comments on them: 

(1) Both from the death certificate and pathological 
findings, the example given of the first group will be allotted 
according to the international classification in use in this 
country to Category 057.1, unlikely as is the sequence of 
adrenal insufficiency due to meningitis. Surely therefore 
this case really belongs to the second group. 

(2) The example given of the second group would be 
allotted, if the certificate were followed, to Category 010 (or 
A2 in the Intermediate List); whereas, if the pathological 
findings were followed, to Category 004 (or Al in the 
Intermediate List). Surely, therefore, this case really belongs 
to the third group. 

(3) Both from the certificate and from the pathological 
findings the example given for the third group would be 
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ascribed to Category 751. Surely this case therefore really 
belongs to the second group. 

(4) The example given of the fourth group would be 
ascribed, according to the certificate, to Category 701, and 
according to the pathological findings to Category 760, but 
in both cases to A130 in the Intermediate List. Surely this 
case really belongs to the second group. 

If, then, the samples given are typical of the data 
collated, it would seem that in the Registrar-General’s 
final analysis substantially greater accuracy would be 
achieved than might be inferred from the article.—I am, 


etc., . : 
nd C. O. S. BLYTH BROOKE. 
Department of Public Health, Finsbury, 
London, E.C.1. 


Carcinomatous Arthropathy 


Sir.—Thanks to Dr. E. H. O. Parry for his interesting 
case of polyarthritis due to gastric carcinoma (Journal, 
October 25, p. 1022). I have seen two similar cases ; 
but in both the joint signs appeared a few weeks after 
gastrectomy, and they were progressive. We should not 
be surprised to see rheumatoid arthritis following any 
kind of disease or damage to tissues. Half of the 293 
cases recently analysed by Short, Bauer, and Reynolds’ 
followed strain, infection, exposure, operation, trauma, 
or childbirth. Many cases of syndromes with special 
names (psoriatic arthritis, Reiter’s syndrome, etc.) had 
previously been excluded. In my practice two out of 
every five cases of arthritis of every kind have been 
precipitated by such clearly defined visible physical 
causes” ; in other series*-* the proportion has been the 
same. 


Arthritis is a more suitable term than the negative 
term arthropathy. We should not be committed 
irrevocably to the unlikely hypothesis that “ idiopathic ” 
rheumatoid arthritis is a clinical entity which differs 
from those whose causes can be recognized. In all 
probability the pathogenesis is the same, and a great 
deal will be learned from a study of the mechanism by 
which the precipitating factors bring about its effects. — 
I am, etc., 


East Melbourne, 
Australia. 


M. KELLy. 
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Yawning 

Sir.—Your annotation (Journal, December 27, 
p. 1585) on the article by Dr. Barbizet' about yawning 
does not quite cover all the ground. There is the 
psychological conflict which Dr. Barbizet hints at: the 
conflict between the need to remain within an irksome 
environment and the desire to escape from it (to sleep 
or other activity). But aside from this there is also 
a functional respiratory consideration. 

Yawning may be considered as a paroxysmal sigh, 
combining the thoracic and abdominal muscles of 
respiration with the phylogenetically primitive glosso- 
pharyngeal elements. By thinking of a yawn in this 
way, one aspect of its functional significance may be 
clearer, for occasional sighing is a regular and necessary 
accompaniment to the muscular hypotonia of sleep. 


Without an occasional sigh the compliance of the chest 
falls and the work of breathing is increased. This fall 
of compliance is readily observed in cases of prolonged 
apnoea treated by mechanical artificial ventilation. If 
a pressure-controlled machine is used and the pressure 
of the inspiratory phase is kept constant for an hour or 
so a gradual fall of tidal volume is observed. However, 
if a few artificial sighs are interposed, by increasing the 
inflating pressure for two or three breaths (so that the 
tidal volume approaches the inspiratory capacity), then 
the compliance reverts to its previous level. Presumably 
the act of sighing opens up alveoli which had become 
shut by surface tension forces, restoring the lung volume 
to its normal value. 

It is of some interest that this restoration of 
compliance does not occur if the patient is receiving 
noxious stimuli while under light general anaesthesia, 
with or without complete curarization.2_ Here the 
attempted reaction is the opposite of a sigh or a yawn, 
the patient responding to noxious stimulation from 
without by an expiratory rather than an inspiratory 
effort.—I am, etc., 


Royal Victoria Hospital, 
Montreal. 


P. R. BROMAGE. 
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Intravenous Needle for Introduction of Polythene 
Tubing 


Sir,—A _ transfusion technique which is becoming 
increasingly popular is the use of polythene tubing, 
preferably introduced by way of an intravenous needle. 
Unfortunately in the lumen of the ordinary intravenous 
needle there is a snag, a sharp ridge where the shaft is 
fitted to the mount. The end of the tube may be held 
up on this ridge or may be roughened by it, and 
successful passage into and along the vein may be 


prevented. 
2 rina i 1 
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In the needle here illustrated the shaft has been carried 
right through the mount and then expanded to a funnel- 
shaped aperture, thus facilitating the passage of the tube. 
Most batches of No. 2 polythene pass easily through this 
needle, which has been made for me by H. A. Davis 
Ltd., 21, Palmerston Road, Boscombe, Bournemouth. 

I am, etc., 





Royal Victoria Hospital, R. VAUGHAN FAceyY. 


Bournemouth. 


Psychotherapy in General Practice 


Sir,—Dr. C. A. Fox (Journal, January 3, p. 51) is 
clearly right in his statement that the general practi- 
tioner is in a key position to give psychotherapy provided 
he can get the training and find the time; and that 
psychotherapy should become one of the specialist 
services of the general practitioner with a corresponding 
award. But when will the need for this training be fully 
recognized ? 

About a hundred doctors are at present attending the 
seminars at the Tavistock Clinic which have been 
organized by Dr. Michael Balint for training in psycho- 
therapy for general practice, while many others have 
completed courses there. This training is widely recog- 
nized as one of the major advances towards the better 
understanding of the problems of general practice, 
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and yet even such a progressive body as the British 
Postgraduate Medical Federation has so far been unable 
to recommend the “approval” of these courses by 
London University, so that doctors attending them are 
ineligible for the usual Ministry grants. Surely the 
practitioners who choose to attend this clinic once a 
week for some years to obtain this special training 
should be entitled to the same grants as those who 
choose to attend the hospitals to improve their knowledge 
of the organic aspects of disease ?—I am, etc., 
London, W.8. H. STEPHEN PASMORE. 


An Unusual Extraction 


Sir,—A young boy, aged 9, was recently referred to 
me by the local school doctor. She had found what 
was thought to be an old plug of cotton-wool in his 
right ear, but had 
failed to remove it. 
Examination revealed 
a whitish object tight 
against the drum. 
After extraction, by 
washing out’ with 
warm water, the ob- 
ject was found to be 
an incisor tooth. 


When confronted, the child then admitted to having 
placed it in his ear for safe keeping 12 months 
previously. I wonder if many teeth have been extracted 
from this site ?—I am, etc., 

Royal Air Force, G. G. Noort. 

Locking. 


Poisons and Dangerous Drugs 


Sir,—Although Professor John Glaister and Dr. 
Edgar Rentoul (Journal, December 20, p. 1524) 
correctly interpret the various enactments regarding the 
sale of poisons to the general public, it may not be 
generally known that substances in Part I, or indeed the 
Fourth Schedule, can be obtained by certain persons 
without reference to a prescription given by a 
registered medical practitioner, registered dentist, 
registered veterinary surgeon, or registered veterinary 
practitioner. 

Certain classes of sales, mentioned in the Pharmacy 
and Poisons Act, 1933, were by a proviso of the 
Poisons Rules, 1952, exempted from the restrictions 
governing the sale of Fourth Schedule poisons. Thus, 
a person who requires a poison for the purpose of 
his trade, or business, may purchase that poison over 
the counter—provided that he complies with the normal 
Poison Register procedure. From this it would seem 
that a person who, say, breeds dogs professionally, and 
as a business, can buy for his dogs preparations 
containing a Fourth Schedule poison ; just as a farmer 
can obtain a Fourth Schedule poison’ without 
prescription for the treatment of his animals. Further- 
more, the Poisons Rules, 1952, state that Part I poisons 
may be sold by “. . . a person carrying on a business 
which comprises the manufacture of medicines for the 
treatment of animals.” Thus, a non-pharmaceutical firm 
engaged in the manufacture of animal remedies can 
supply Part I poisons including those in the Fourth 
Schedule provided that the Registrar of the 
Pharmaceutical Society has been given certain particulars 
relating to the business and that these particulars have 
been registered and accepted.—I am, etc., 


Rickmansworth, Herts. D. TWEDDELL. 


Obituary 








P. G. DOYNE, B.M., F.R.CS. 


Mr. P. G. Doyne, consulting ophthalmic surgeon to 
St. Thomas’s Hospital, Moorfields Eye Hospital, and 
the Hospital for Sick Children, died at his home at 
Assenden, near Henley-on-Thames, on January 22. He 
was 72 years of age. 


Philip Geoffrey Doyne was born on October 31, 1886, the 
son of Mr. R. W. Doyne, F.R.C.S., the founder of the 
Oxford Eye Hospital and of the Oxford Ophthalmological 
Congress. Educated at Winchester, Trinity College, Oxford, 
and St. Thomas’s Hospital, he graduated B.M., B.Ch. in 
1913 and in the following 
year obtained the F.R.C.S. 
After holding a number of 
resident appointments at St. 
Thomas’s, including that of 
ophthalmic house-surgeon, 
he joined the R.A.M.C. and 
served for two and a half 
years as an _ ophthalmic 
specialist to the Middle East 
Force in Bagdad. After 
the war he returned to the 
appointment of ophthalmic 
registrar at St. Thomas’s, and 
a little later he was elected 
ophthalmic surgeon to the 
East London Hospital for 
Children. At the Royal 
London Ophthalmic Hospi- 
tal he first held the Lang research scholarship and was then 
appointed to the staff as assistant surgeon, becoming in due 
course full surgeon and senior surgeon. Elected to the 
honorary staff of St. Thomas’s Hospital on the retirement of 
Mr. J. H. Fisher, he was for a time sub-dean of the medical 
school, and from 1935 to 1946 he was head of the ophthalmic 
department. He took a special interest in children’s eyes 
and for many years he was also ophthalmic surgeon to the 
Hospital for Sick Children, Great Ormond Street. 

Mr. Doyne served on the Ophthalmic Group Committee 
of the B.M.A. from 1938 to 1945. When the Association 
held its Annual Meeting at Bath in 1925 he acted as one 
of the honorary secretaries of the Section of Ophthalmology, 
and at Dublin in 1933 he was a vice-president of the Section. 
During the second world war he worked exceedingly hard 
in the Emergency Medical Service, living in rooms so as 
to be within easy reach of the hospitals to which he was 
attached. In 1943 he was elected master of the Oxford 
Ophthalmological Congress, of which his father had been 
the first master. When he retired in 19465 he went to live 
at Henley-on-Thames. 

Although an ophthalmic surgeon of distinction, with a 
well-deserved reputation for the soundness of his judgment, 
Doyne was of a very modest disposition and he made few 
contributions to the literature of his specialty. It often 
came as a surprise to his students to learn that he had been 
one of the greatest amateur fencers of his day. He 
represented Britain in the Olympic Games before the first 
world war, and he was twice amateur foils champion of 
Great Britain. 

Mr. Doyne leaves a widow and one daughter. His son- 
in-law, Emrys Lloyd, also fenced for Great Britain at the 
Olympic Games and is a British amateur foils champion. 








[Eltion & Fry, Lia. 


Mr. G. G. PENMAN writes: By the death of Geoffrey 
Doyne we lose another of that brilliant band of 
ophthalmologists who flourished between the wars. He 
may be said to have been cradled in Oxford ophthalmology, 
for his father was Robert Doyne, the great Oxford 
ophthalmologist, who founded the Oxford Ophthalmological 
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Congress, which this year celebrates its fiftieth anniversary. 
It is sad that his son did not live to see, and enjoy in good 
health, this occasion. At his house at Bix, which he loved 
so much, Doyne was very close to Oxford. He was a master 
of his craft, with a fine pair of hands, a keen diagnostic 
sense, and a great store of knowledge. To his patients he 
was kindness itself, and his experience at Great Ormond 
Street showed itself in his gentleness with children and in 
his ability to obtain their confidence. In his teaching his 
clear and simple demonstrations and logical thought, with 
his wide acquaintance with the literature, were of the 
greatest value to all, from the undergraduate student to the 
senior registrar. 

As a man and as a colleague, Doyne was the kindest and 
friendliest of persons. He was always helpful and cheerful, 
with a quiet sense of humour, and never spoke an unkind 
word. The long and distressing illness which struck him at 
about the time of his retirement from hospital work deprived 
his friends of many years in which in the ordinary way they 
would still have seen much of him and enjoyed his 
companionship, which they sorely miss. Doyne was a 
fencer of international class, and when he gave up actively 
competing he continued to take a great interest in this sport. 
In this he followed his father, and his son-in-law continued 
the family tradition. He also enjoyed his garden at Bix, 
and played a steady game of golf on occasion. He loved 
his family and his home, and to his wife and daughter all 
his friends will tender their sincerest sympathy. 


Z. MENNELL, M.B., F.F.A. R.CS. 


Dr. Z. Mennell, consulting anaesthetist to St. Thomas's 
Hospital and the National Hospital, Queen Square, died 
on January 20, aged 82. He was a pioneer in developing 
methods of anaesthesia for cerebral surgery. 


Zebulon Mennell was born on June 15, 1876, the son of 
Dr. Zebulon Mennell, a general practitioner in London, and 
the grandson of a Quaker doctor who had practised in 
Yorkshire. From St. Paul’s 
School he went on to 
St. Thomas’s Hospital, 
where his father had been 
a medical student before 
him. Qualifying in 1900, 
he graduated M.B. in the 
following year. After hold- 
ing several resident appoint- 
ments at St. Thomas’s, 
including those of house- 
physician and senior and 
junior obstetric house- 
physician, he set up in 
general practice in London’s 
West End. 

In 1904 he was elected 
anaesthetist to St. Thomas’s 
Hospital. Seventeen years 
later he became senior anaesthetist, and on retirement at 
the age of 60 he was appointed consulting anaesthetist. 
During all these years he preferred to retain his general 
practice, yet he always found time to work at least three 
days a week at St. Thomas’s. During the first world war he 
served as a captain in the R.A.M.C. At the Fifth London 
General Hospital he not only gave anaesthetics but operated 
and had charge of surgical beds. There were even times 
when he put the patient under an anaesthetic and then 
himself performed the operation. His services during the 
second world war were equally valuable, for he returned to 
work at his old hospital in London, and when it was largely 
evacuated he continued to give anaesthetics at St. Thomas’s 
Hospital, Hydestile, near Godalming. 

In 1911 he became anaesthetist to the National Hospital 
for the Paralysed and Epileptic, Queen Square. When he 
retired from the staff in 1945, his long and valuable service 
there was recognized by his appointment as the first 
consulting anaesthetist to that hospital. 
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At St. Thomas’s, at the National, and in private practice 
Mennell worked for one of the greatest brain surgeons of 
his time, Sir Percy Sargent, and during the early part of his 
career he also gave anaesthetics at the National for an even 
more renowned figure, Sir Victor Horsley. Working for 
surgeons of this calibre, he understandably became a leading 
authority on anaesthesia for cerebral surgery. In the years 
before the first world war he reported on the use of hedonal 
(a homologue of urethane). Later he became an advocate 
of the new method introduced from America of intratracheal 
insufflation of ether—-a method which eased some of the 
main difficulties of anaesthetists who worked with brain 
surgeons. In 1924 Mennell, whose reputation had by this 
time spread abroad, was invited to deliver a lecture in 
Chicago on anaesthesia for intracranial surgery, and later 
he was elected an Honorary Fellow of the Association of 
Anaesthetists of the United States and Canada and of the 
Association of Anaesthetists of Australia. 

Mennell had an impressive personality and a temperament 
suited to the heavy responsibilities of his work. He was 
elected to many high offices.* President of the Section of 
Anaesthesia at the Royal Society of Medicine in 1926, he 
was treasurer of the Association of Anaesthetists of Great 
Britain and Ireland for 11 years and president from 1938 
to 1940. Earlier he had been vice-president of the Section 
of Anaesthesia at the Annual Meeting of the B.M.A. in 
Melbourne in 1935, and he was Embley Lecturer at the 
University of Melbourne that year. In 1948 he was 
president of the Section of Anaesthesia at the B.M.A.’s 
Annual Meeting at Cambridge, and he _ served the 
Association in other ways, having been the first chairman of 
the Anaesthetists Group Committee and a member of the 
Central Medical War Committee. He was elected 
F.F.A. R.C.S. in 1948 and was awarded the Snow Medal 
in the same year by the Association of Anaesthetists of 
Great Britain and Ireland “in appreciation of his great 
services to anaesthesia.” He retired from active practice 
soon afterwards to live at Petworth, Sussex. 

Mennell’s close watch on new developments, and his 
technical competence coupled with his quick yet unhurried 
simplicity of method, helped to make him one of the 
outstanding anaesthetists of his day. He had great teaching 
ability and was able to pass on to others his own mastery 
of ether anaesthesia and Clover’s inhaler. He gave his 
name to the “ Mennell bottle” used in obstetric analgesia. 
His contributions to the literature included the chapter on 
anaesthetics in Sargent and Russell’s Emergencies of General 
Practice and many papers on anaesthesia for cerebral 
surgery. A well-known and popular figure at gatherings 
of anaesthetists in England and abroad, “ Zeb” Mennell 
was always a welcome guest wherever he went. He was 
a widower, his wife, formerly Miss Fanny Mabel Lewis, 
whom he married in 1902, having died in 1951. There were 
three daughters of the marriage. 


H. H. FOURACRE BARNS, M.B., F.R.C.S. 
F.R.C.0.G. 
Mr. H. H. Fouracre Barns, gynaecological surgeon to 
the Hospital for Women, Soho Square, and obstetric 
and gynaecological surgeon to Queen Mary’s Hospital, 
Stratford, died suddenly shortly after operating in the 
London Clinic, on January 21. He was 48 years of age. 


Hubert Henry Fouracre Barns was born in London on 
December 29, 1910. His early education was at the 
Polytechnic School and the Chelsea Polytechnic, from which 
he went to University College, London. There he was 
awarded the junior and senior medals in anatomy and the 
silver medal in embryology and histology. At University 
College Hospital medical school he won the Fellowes silver 
medal in 1934 and the F. T. Roberts prize in 1935. In the 
same year he qualified M.R.C.S., L.R.C.P., and in 1936 he 
graduated M.B.. B.S. He took the F.R.C.S. in 1939, the 
M.R.C.O.G. in 1942, and was elected to the Fellowship 
in 1953. 

At U.C.H. Fouracre Barns served as house-physician to 
Dr. (now Sir John) McNee and house-surgeon to Mr. (now 
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Professor) Julian Taylor, before becoming obstetric registrar 
and, later, first assistant on the obstetric unit. During the 
second world war he served with the R.A.F. as a surgical 
and gynaecological specialist, reaching the rank of squadron 
leader. On demobilization he was appointed chief assistant 
to the department of obstetrics and gynaecology at St. 
Thomas’s Hospital, and shortly afterwards he was elected 
to the staff of the Hospital for Women, Soho Square, and 
Queen Mary’s Hospital, Stratford. For some years he was 
a consultant gynaecologist to the Ministry of Pensions, and 
he examined for the Conjoint Board, the University of 
London, the Central Midwives Board, and the General 
Nursing Council. 

By his skill in diagnosis and operative surgery, and by 
his sound clinical judgment, Fouracre Barns built up a 
successful consulting practice. But, in addition to this, his 
acute and active mind led him into several research 
activities. As a research assistant in the Obstetric Unit at 
U.C.H., and as a Lund fellow of the Diabetic Association, 
he took a keen interest in the problem of diabetes in 
pregnancy, carrying out animal experiments as well as 
clinical investigations. Several of his reports on this subject 
were published in this Journal. His other interests lay 
in the field of sterility—he was director of the fertility 
clinic at Soho Square, and treasurer, and formerly secretary, 
of the Society for the Study of Fertility—and in operative 
surgery (he devised a successful sling operation for stress 
incontinence). For many years he was troubled with chronic 
back pain due to spondylolisthesis, which proved a handicap 
to him as an operating surgeon. With characteristic 
common sense and ingenuity he devised ways and means 
of doing abdominal surgery in a sitting position, to relieve 
the strain on his back. He also put this handicap, plus his 
sound anatomical knowledge. to good purpose as an adviser 
on seating design to the Rover Motor Company—but 
unfortunately he did not survive to see his practical advice 
translated into the fact of the ideal car seat he had so 
clearly envisaged. 

His death came as a great shock to his numerous 
colleagues and friends, who respected his outstanding clinical 
ability in his chosen specialty, and enjoyed his cheerful 
fellowship. He leaves a widow, herself a member of the 
medical profession, and a son. 


G.f. M.S. writes: I first met Harry Barns when I went 
to U.C.H. in 1947. He had recently started in consultant 
practice and so had a fair amount of spare time which he 
was anxious to devote to research on the problem of 
diabetes in pregnancy. It was not long before we found 
ourselves deeply involved in discussions on the possible 
endocrine disturbances which could be responsible for the 
large babies, and the tendency to their late intrauterine 
death, not only of diabetic but also of pre-diabetic mothers. 
This problem fascinated him, and together we carried out 
laboratory research which we hoped would throw some 
light on it. At the same time, with his characteristic 
practical sense as a good clinician, he was profoundly 
dissatisfied with the current practice of inducing diabetic 
mothers after the 36th week, or delivering by caesarean 
section, since this, as he pointed out, only substituted the 
risk of death through prematurity for that of intrauterine 
death—which occurred not infrequently before the 36th 
week anyway. To him, the real solution of the problem 
was to find the way of preventing intrauterine death, so 
that term delivery, with its much better prognosis for the 
baby, could be permitted. 

Our interests also coincided in the problem of infertility, 
especially after he established the fertility clinic at Soho 
Square. We were both actively involved in the Society for 
the Study of Fertility, and during my term of office as 
chairman I was faithfully and efficiently served by him as 
secretary. On relinquishing that office he became treasurer. 
The Society will have lost one of its staunchest supporters 
in his passing. The last of the many papers he published, 
On retrodisplacement of the uterus in relation to infertility, 
appeared in the Society’s Proceedings—Studies in Fertility— 
only a week or two ago. 
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Harry Barns became one of my closest friends. He was 
wholly reliable, and if one sought his advice it was always 
a carefully considered opinion and generously given. 
Indeed, his generosity could at times become almost 
embarrassing. He had established himself successfully in 
consultant practice in London—in itself no mean achieve- 
ment—and at the same time had gained a reputation for 
careful scientific research. To be cut off at so early an 
age, when the next ten or fifteen years held out such 
promise of further achievement, is a loss to medicine second 
only to the tragedy suffered by his widow and son, to whom 
he was exceedingly devoted. 


GEORGE CHESNEY, 0O.B.E., M.D., D.P.H. 


Dr. George Chesney, formerly medical officer of health 
of the borough of Poole, died in hospital on January 16, 
aged 64. His early work on diphtheria immunization 
helped to define the value of prophylactic methods 
which later came into widespread use. 


George Chesney was born on June 6, 1894, in Ballymena, 
Co. Antrim, and was educated at Ballymena Academy and 
Queen’s University, Belfast, where he graduated M.B., B.Ch. 
in 1916. Joining the R.A.M.C. immediately, he served in 
India, Mesopotamia, Persia, and Burma, developing a special 
interest in bacteriology during these years. For a short 
time he was in the southern part of Russia during the 
revolution, and after the war he went as medical officer 
on an expedition deep into the Burmese jungle. After 
demobilization he returned to Belfast, where he obtained 
the D.P.H., and became a demonstrator in hygiene and 
bacteriology under Professor W. J. Wilson. Then followed 
a period of travel to the Far East, and on his return he 
accepted an appointment as professor of bacteriology and 
pathology at the University of Saskatchewan. After a 
year or so in Canada he returned to England and worked 
for a time as a medical officer in a mental hospital in 
Gloucestershire. He then decided to go into general practice 
in Manchester, where he remained for seven years. 

Chesney began his career in public health when in 1929 
he was appointed deputy medical officer of health of Poole. 
During the next few years he carried out most valuable work 
on diphtheria immunization, gaining an_ international 
reputation for his contributions to the knowledge of this 
subject. In 1936 he read a paper before the International 
Congress of Microbiology in London entitled “ A Simple 
and Efficient Method of Diphtheria Immunization.” His 
untiring efforts and ultimate success in solving the problem 
of the widespread typhoid outbreak in Bournemouth, Poole, 
and Christchurch in 1936 received high commendation. He 
proceeded to the M.D. of Queen’s University in 1937. He 
was Secretary of the Section of Public Health and Hygiene 
at the Annual Meeting of the B.M.A. in 1938 at Plymouth. 
A year later he was recalled to the R.A.M.C., serving as 
D.A.D.H., Southern Command, until 1942, when, on the 
retirement of Dr. R. J. Maule Horne, he was appointed 
medical officer of health of Poole. When Poole was the 
only civil marine airport in the country, Chesney introduced 
a revised system to prevent the importation of infectious 
disease from abroad, and a year later the merit of his 
procedure was clearly recognized by its adoption 
internationally. He was a_ past-president of the 
Southern Branch of the Society of Medical Officers of 
Health, and in 1953 he was appointed O.B.E. for his work 
on diphtheria immunization. Always a severe critic of a 
sewage-disposal scheme which allowed beaches to become 
contaminated, he was prime mover in having a committee 
appointed of Poole, Bournemouth, and Christchurch 
representatives to see what could be done to improve matters 
in Poole Bay. 

It was with regret that owing to ill-health he had to retire 
from his appointment as medical officer of health in 1952, 
but fortunately he was able to continue his work as a 
consultant in infectious diseases at the Alderney Hospital, of 
which he had been medical superintendent. His many 
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friends and colleagues will wish to extend to his widow and 
three daughters their deepest sympathy. 

Dr. J. R. HINDMARSH writes: When Dr. George Chesney 
came to Poole in 1929 an epidemic of diphtheria was raging, 
and there were 4.25 cases per 1,000 of the population. 
Prior to this, immunization had not been carried out to any 
extent, and Dr. Chesney evolved a method of immunization 
during the early 1930s which was later adopted by the 
Ministry of Health. As a result of the success of this 
method he was able to announce in 1951 that there was not 
one case of diphtheria in the whole of the population of 
Poole, and that has been so until this year, when one single 
case occurred in a child who had not been immunized. 
Since his retirement in 1952 he had taken an active part in 
the development of the Health Service in Poole, having 
been a member of many committees, including the hospital 
staff committee and medical advisory committee for the 
hospital group. In 1954 he gave an address before the 
Royal Society of Health. In the last two or three years 
ill-health had dogged him, and he had been forced to take a 
less and less active part in both the Health Service and 
the administration of the isolation hospital. His many 
colleagues at the hospital will miss him, for they had a high 
regard and respect for his integrity and administrative 
capabilities. 


EDWARD BIBRING, M.D. 


Dr. Edward Bibring, who died on January 11 in Boston, 
Massachusetts, at the age of 64, was a close associate of 
Sigmund Freud, with whom he came to London in 1938. 


Dr. W. HorFer writes: Edmund Bibring underwent his 
psychiatric training at the University of Vienna under 
Wagner Jauregg and Paul Schilder. He became prominent 
among the younger generation of psycho-analysts in the 
1930s, and Freud entrusted him with the editorship of his 
Zeitschrift. In all his activities, especially as a highly 
appreciated teacher, Bibring aimed at clear thinking and 
sound reasoning. Well-founded and confirmed evidence 
was for him the indispensable prerequisite of more far- 
reaching conclusions ; interpretative elucidation he offered 
only when he could match it with the sound realism which 
he thought essential when exploring the realm of psychic 
phenomena. These qualities characteristic of the natural 
scientist, and his sense of integrity, paved the way for his 


becoming a highly respected representative of Freud's. 


teaching in Boston psychiatric hospitals. Together with his 
wife, a clinical professor of psychiatry of exceptional 
standing, he had a remarkable impact on psychiatrists, old 
and young. His contributions to psycho-analysis are sound 
and searching, and bear the impression of his great teacher 
Sigmund Freud. 


J. W. McDONALD, M.B., Ch.B. 


The obituary of Dr. J. W. McDonald was printed in the 
Journal of January 24 (p. 241). 


J. A. L. M. writes: With the death of Dr. J. W. McDonald 
the profession has lost one of the best types of general 
practitioner. For nearly forty years he looked after his 
patients with infinite care and understanding. His drive and 
energy were quite remarkable for a man who had suffered 
a serious chest wound in the first world war. Until shortly 
before he died, he carried out a day’s work at which many 
a younger man would have flinched. Scrupulous in his 
habits and dress, he put the same thoroughness into his 
work and leisure pursuits. On his retirement last October, 
many of his patients expressed their affection and gratitude 
in a presentation book which unfortunately he never lived to 
enjoy. I think the value of his work among them could not 
be better expressed than by quoting an extract from this 
book which reads: “He lived his life with vigour and 
applied himself with zest to the task of caring for his 
patients. They became his friends, for his interest in them 
far transcended mere medical care. His name will be 
remembered with affection, and many of his good works 
and sayings will long remain with us all in Trinity, 
Edinburgh.” 


Medico-Legal 








ANAESTHETIST CHARGED WITH 
MANSLAUGHTER 
INHALATION OF ANAESTHETIC ALLEGED 


At Tottenham Magistrate's Court on January 23 Dr. 
P. W. S. Gray, aged 36, senior consultant anaesthetist at 
Chase Farm Hospital, Enfield, was charged with the 
manslaughter of Keith Goold, aged 2 years, on October 
16. The prosecution alleged that Dr. Gray deliberately 
inhaled anaesthetic before and during an _ operation, 
constantly disregarded the surgeon’s warnings, and was 
responsible for lack of oxygen to the boy, who lived exactly 
a month after his heart was restarted. The operation, which 
was for a hernia, took place on September 16, and Dr. Gray 
was using a Boyle’s machine delivering halothane, nitrous 
oxide, and oxygen. 

Eleven out of the prosecution’s 16 witnesses were heard 
before the hearing was adjourned. Mr. Patrick Beck, 
defending, said that Dr. Gray had been on bail subject to 
an undertaking to remain in a sanatorium at Virginia Water, 
and he asked for bail with an exemption from that 
undertaking to enable Dr. Gray to see his legal advisers 
in London if he was committed for trial. This was refused, 
and bail—in two sureties of £500 each—was continued under 
the previous conditions. 


Prosecution’s Case 


Opening the prosecution, Mr. Nugent told the court: “ This 
is gross negligence, showing utter disregard for the safety 
of this patient. The deliberate inhalations made him (Dr. 
Gray) incapable of doing his duty properly and he 
constantly disregarded the warnings of the surgeon: he 
failed to make any sort of inquiry as to how long the 
oxygen had failed to show on the meter, and he neglected 
the patient at what must have been a critical moment by 
going off on some other matter altogether.” 

Dr. Mohini Ramchandani said she was house-surgeon 
at the hospital and had assisted Mr. Khambatta at the 
operation on Keith Goold. (Counsel stated that Mr. 
Khambatta was ndt at present in the country.) She said 
the first indication of something unusual was when the 
child’s breathing became irregular and the colour of the 
wound pale. Mr. Khambatta told Dr. Gray about it, and 
Dr. Gray said there was nothing to worry about and that 
they should proceed. She saw Dr. Gray suck the anaesthetic 
tube once. At one stage he said he heard outside the voice 
of a doctor whom she knew was not in the hospital. Dr. 
Gray went out for half a minute, and when he came back 
he staggered a bit. 

Dr. Ramchandani said that twice Mr. Khambatta drew 
Dr. Gray’s attention either to the breathing or to the 
condition of the wound, but up to the stage when the child’s 
breathing stopped Dr. Gray gave no indication that all was 
not well. Told the breathing had stopped, Dr. Gray 
squeezed the respirator bag on the machine, felt the pulse, 
and said: “This is serious.” He then injected adrenaline 
into the heart. Dr. Gray listened to the heart and said 
cardiac massage was necessary. Mr. Khambatta was 
reluctant to do it, as he had never done cardiac massage 
before. Dr. Gray showed him what to do and performed 
the actual heart massage. 

Cross-examined, Dr. Ramchandani agreed that Dr. Gray 
had taken charge from the point where the child’s heart 
stopped beating. 


Theatre Staff’s Evidence 


Staff nurse Pamela Self said the first thing they noticed 
at the operation was Dr. Gray’s speech getting slurred. 
Questioned by Mr. Nugent, she said: “ He took the mask 
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off the connecting piece of the anaesthetic machine and put 
the connecting piece under his face-mask, By this time 
he had become more slurred. He appeared to be not quite 
gathering what we were saying.” 

Nurse Self said the child became blue about 15 or 20 
minutes after the operation started, and that Mr. Khambatta 
instructed a staff nurse and a technician to get another 
anaesthetist. During the operation Dr. Gray said he heard 
a noise outside. “ He staggered across to the door. As he 
moved away from the patient, the mask fell off the child’s 
face.” 

Staff nurse Jill Smith said that once or twice during the 
operation she saw Dr. Gray disconnect the anaesthetic 
tubing and put it under his own mask. She had seen him 
do this during a previous operation. 

Mr. G. G. Norton, operating theatre technician, said he 
saw Dr. Gray disconnect the tube from the apparatus and 
put it to his mouth, He noticed the child was whitish-blue. 
“T looked at the machine and noticed the breathing-bag: 
it was not going in and out as it should do. I looked at 
the cylinders and noticed that the flow-meter and oxygen 
cylinder gauge were down to zero. I asked Dr. Gray if I 
should change the cylinder. He said: ‘Change straight 
away.” When he said that his speech was slurred.” 

Mr. A. C. Roberts, former operating theatre attendant 
and now student nurse, said that about 10 or 10.30 a.m. 
on the day of the operation he saw Dr. Gray in the main 
theatre sitting on a stool at the end of an empty operating 
table. “‘ He was holding a small rubber face-mask connected 
to a tube leading from the anaesthetic machine. He was 
holding the mask towards his own nose and mouth in the 
general position used for anaesthetizing a patient.... I 
cannot say if the machine was turned on. As I turned to 
go out of the anaesthetic room door into the corridor, Dr. 
Gray shouted, ‘Come on, let’s have the next patient,’ or 
‘the next case,’ or something like that. The next thing 
I knew was that Dr. Gray was right behind me and he 
caught hold of the tapes of my face-mask from the back, 
pulling me slightly back and breaking the tapes of the mask. 
He pushed his face close to mine, saying, ‘What did you 
say?’ The whites of his eyes were bloodshot and his 
breath smelt strongly of anaesthetic.” 

Mr. Roberts also said that during the operation on Keith 
Goold he was in the sterilizing room on one occasion and 
glanced through an observation panel into the main theatre. 
Dr. Gray had the tube leading from the anaesthetic machine 
disconnected from the face-mask, and the tubing was going 
up to his face at the side. It was tucked inside his surgical 
mask. 

The hearing was adjourned until January 30. 





Medical Notes in Parliament 








COMMONS DEBATE MENTAL HEALTH BILL 


The MINISTER OF HEALTH, presenting the Mental Health 
Bill to the House of Commons on January 26 for its 
second reading, described it as a new pattern of 
contemporary design, in line with medical and social 
advance, to replace the mosaic of 15 Acts and 37 parts 
of others which it repealed. The decisive division from 
the past was the rapid advance in methods of research 
and treatment. 

Of patients admitted in 1956, he said, three out of 
five were discharged within three months, and three out 
of four within six months. They were beginning to 
realize what was implicit in those figures: that mental 
disorder and, particularly, mental illness were by no 
means necessarily or normally a life condition. More 
and more, people were coming to understand that 


compassion and understanding, not indifference and 
fear, were the best guides in these strange and troubled 
regions. 


An Improvement on Royal Commission 


In the main, the Bill followed the recommendations of 
the Royal Commission, but in some respects he believed 
they had been able to improve upon them. They had two 
main principles in mind in the formulation of the Bill: 
first, that as much treatment as possible, in hospitals and 
outside, should be given on a voluntary and informal basis ; 
second, that proper provision should be made for that 
unfortunately inevitable residual category of cases where 
compulsion was necessary in the interests of society or the 
patients. This involved applying safeguards for the liberty 
of the subject on the one hand and protection of the public, 
where necessary, on the other. 

The Bill signified the end of designation and the end of 
the principle of compulsory segregation. It established the 
principle that mental health would be dealt with as an 
integral part of the work of the Health Service, and 
generally on a voluntary and informal basis. Under the 
new code a person could be compulsorily detained only if 
necessary in the interests of the patient or the protection of 
other persons. The other prerequisite of compulsory 
detention was that the patient should be suffering from 
one or more of the statutory forms of mental disorder to 
an extent which rendered him suitable to be detained in a 
hospital for treatment. To found a case for compulsory 
detention a person must be suffering from one of the forms 
of mental disorder defined in the Bill. 


Procedural Safeguards 


Substantial and important procedural safeguards were 
provided. First, two medical recommendations would be 
needed in all cases, except in an emergency, where one would 
be sufficient for the first 72 hours only. Secondly, the 
patient would be able to apply to a mental health tribunal 
at any time within the first six months after admission. It 
was required that one of the recommendations should be 
by a medical practitioner approved by a local authority as 
having special experience in diagnosis or treatment of mental 
disorder, while one practitioner must, if practicable, have a 
previous acquaintance with the patient. This new procedure 
was a decided improvement on the old practice of 
certification. Both medical practitioners must state their 
opinion that the two basic prerequisites were satisfied. 

Resort to the tribunal introduced an entirely new 
safeguard. The patient would be entitled to apply to a 
tribunal within six months of admission if he challenged the 
necessity of compulsory admission. The tribunals would 
be constituted on a regional basis. When the new Wessex 
region came into force in April there would be 15. The 
tribunals would have legal and medical members, and 
members with social and administrative experience, and 
be presided over by a legal chairman. Their rules of 
procedure would be made by the Lord Chancellor. The 
tribunals would have wide and sufficient jurisdiction to 
provide for the liberty of the subject. If the tribunal was 
satisfied that a patient was not suffering from disorder to 
the requisite degree, and that it was not necessary in the 
interests of the patient or the public that the detention should 
continue, the tribunal would discharge the patient. 

Under the Bill the power of discharge was broadly held 
by the doctor in charge of the patient’s treatment, the 
managers of the hospital or nursing-home, by the patient’s 
nearest relative, and on application to the tribunal. The 
power of discharge given to the doctor under the Bill was an 
improvement. Another important change was in relation 
to the nearest relative. At present the nearest relative had 
the power of discharge for mental illness, but not for mental 
deficiency. The nearest relative would have the power of 
discharge in all cases. A relative would have to give 72 
hours’ notice of intention to use the power of discharge to 
the managers of the hospital. If the doctor responsible 
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reported that the patient if discharged would be likely to act 
in a manner dangerous to other persons or himself the 
discharge would not take effect. 


Psychopaths and the Subnormal 


Under the new procedure special provision would be made 
for psychopaths and subnormal persons. They would only 
be liable for compulsory admission under the age of 21, 
and would normally be discharged at the age of 25. The 
principle was that these were the formative years for treat- 
ment and training, and that it would not be proper to 
deprive a person of liberty except for treatment with a view 
to amelioration and cure. But the public’s position must 
also be considered. The psychopath and subnormal subject 
to detention would be specially examined by the responsible 
medical officer at the age of 25, and if considered to be 
likely to act in a manner dangerous to other persons and 
themselves the discharge would not take effect. There 
would be the right of application to the tribunal, 

Dealing with the absorption of existing patients into the 
new procedures under the Bill, he said that those for 
whom an order was in force on the appointed day would 
continue to be liable to be detained for six months, and 
during this period the responsible doctor would classify 
each patient in the terminology introduced by the Bill. At 
the same time there would be a special review of certain 
subnormal and psychopathic patients. All patients except 
those subject to the special review would continue to be 
liable to be detained for the remainder of the term of their 
existing order. When this was due to expire, it might be 
renewed under the Bill, but the patient then had the right 
of application to a tribunal for discharge. By these 
provisions, all patients, not later than the end of the period 
of the existing order, were brought into the new procedures 
for expiry and renewal at no longer than three-vear periods 
In addition, further new rights were given to those patients 
who were the subject of the special review. 

Explaining the position of Broadmoor patients and those 
transferred from hospital or approved school, whose original 
term had not expired, he said that until the term had expired 
they would be able to be discharged only with the consent 
of the Home Secretary. After the term had expired, they 
would be in the same position as patients admitted originally 
by order of a court 


Community Care 


One of the main principles in Parts II and III was the 
reorientation of mental health services away from 
institutional care towards care in the community. This was 
not just a local authority matter. Hospitals and local 
authorities both had their parts to play, and neither could 
make its contribution without the other, or the co-operation 
of the public in accepting the presence of suitable patients 
in the community. There had been much greater under- 
Standing of the problems of mental disorder in the past year 
or two, but personal help and sympathy were still too often 
lacking. It was for those who might guide public opinion 
to show full support for the new attitude which would be 
required if the plans of hospitals and local authorities were 
to succeed. 

Services expressly provided by local authorities for the 
mentally disordered had been expanding in recent years. 
Expenditure for 1956-7 hed increased by £500,000 to 
£3,647.000, with an estimated figure for this year of 
£4,100.000. It was proposed, with the agreement of the 
local authority associations, to issue shortly a circular to 
the authorities indicating the ways in which their mental 
health services could be further developed. The Government 
had made generous allowances in the next two years to 
be taken into consideration in arriving at the total of the 
general grant. The estimated expenditure on those services 
exceeded that of the current year by more than £900,000 in 
1959-60 and by more than £1,750,000 in the year after that. 
With local authorities anxious to discharge their extended 
responsibilities he looked forward to further substantial 
increases in the future. 
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Opposition’s General Welcome 


Dr. EpirH SUMMERSKILL (Warrington, Lab.), after 
expressing the Opposition’s general welcome for the Bill, 
said its success would be determined by the ability to find 
the manpower and finance and to educate the public. The 
shortage of psychiatrists and psychiatric social workers was 
general ; there were only 500 of the latter in the country. 
This situation called for the utmost frankness. The shortage 
of psychiatrists was due to the failure to teach psychiatry 
adequately in medical schools and to the prejudice which 
obtained in the medical profession. In the London teaching 
hospitals there were only 350 beds for psychiatric patients. 
There was no final examination and no compulsory question 
in the final papers. Scotland took the lead, as Edinburgh 
University devoted three times as long to teaching psychiatry 
as any other university. This general failure to teach 
medical students psychiatry was paradoxical, considering 
that 45% of hospital beds were occupied by patients suffering 
some form of mental disturbance. Academically, she 
believed the fault lay at the doors of the universities and 
Royal Colleges, but there had been powerful influences in 
most unexpected quarters. 


Powers Only Permissive 

She was surprised the Minister had skated so lightly over 
what most people believed was the main weakness of the 
Bill—that the powers of the local authority were permissive 
and not mandatory, with the result that there would be 
marked difference in the provisions in various areas. If some 
local authorities failed to provide for the mentally sick as 
they had failed to provide for the aged under permissive 
legislation, the Bill might well prove abortive. <A fixed 
period should be given during which local authorities should 
establish their mental services. All recognized the amount 
of work there was to do, but from the end of that fixed 
period the powers should become mandatory. 

It was deplorable that from April 1 the percentage grant 
system of financing specific local authority services would be 
replaced by a general grant. Although the care of the 
mentally sick would now devolve in great measure on local 
authorities, the estimates only allowed for an annual rate 
of development in this important work of approximately 
two-and-a-half times that which had obtained in recent years. 
How was it possible for the Bill to be implemented unless 
the Minister was prepared to finance it and be more 
generous ? 

The question of individual liberty must never be lost sight 
of. Was it wise that one of the doctors who examined a 
patient before admission should be a doctor attached to the 
staff of the hospital to which the patient would go? The 
mental health tribunals would be generally welcomed 


Bill Ahead of the Times 


Dr. DoNatb BROUGHTON (Batley and Morley, Lab.) 
thought the Bill, which was a humane measure of reform, 
was in some respects ahead of the views of many people, 
and would need time for its acceptance and operation. He 
suggested that psychiatry might be made more attractive by 
making the diploma in psychological medicine registrable, 
and by encouraging good psychiatrists to hold appointments 
after the retiring age. The Health Service could ill afford 
to lose such men; good psychiatry demanded wisdom and 
sound judgment, and these improved with experience. 

Justices of the peace were happy to be left out of the 
certification procedure, but doctors were not so happy about 
the added responsibility, and patients regarded a J.P. as an 
important safeguard. While the doctor was the only person 
qualified to give a medical certificate, someone who was 
compulsorily detained was losing important civil rights, and 
a medical man was not qualified to rob a person of those 
rights. The responsibility should remain with the justices. 


Liberty of the Subject 


Dr. DoNaLD JoHNSON (Carlisle, Con.) quoted Lord 
Goddard's dictum: “Persons of whatever age are not to 
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be deprived of their liberty just because officials and 
doctors think it is good for them.” It was bound to be 
said that the provisions for detention in the Bill were in 
direct contrast to that. The Minister had been wise enough 
to bring in a second doctor, who must be a psychiatrist, 
aS a protection in certification. That was welcome, but 

psychiatrist accustomed to interpret human behaviour in 
his own terms might give wide interpretation to the term 
“mental illness.” At first sight the two-doctor procedure 
appeared to meet the case of those who had been extremely 
critical of one-doctor certification. 

It was questionable whether hospital management 
committees were suitable to receive application documents 
about a patient. These should go straight to the tribunal, 
as an independent body of inspection. The defences of 
liberty were fewer under the Bill. The tribunals should 
act as the bodies to replace the justices of the peace. People 
of better calibre would be attracted to the tribunals if they 
were given the responsibility of original decisions rather 
than considering appeals. Doctors did not want the 
responsibility of detention beyond the first 28 days, and 
they would be glad to pass it on to some other authority. 
They feared that if they had to be gaolers as well as doctors 
it would spoil the doctor-patient relationship. 


Size of the Problem 


Dr. R. BENNETT (Gosport and Fareham, Con.) said that 
even more startling than the huge problem constituted by 
the 43% of hospital beds occupied by mental patients was 
recent research by a colleague of his which showed that 
9.5% of all patients being attended by general practitioners 
had complaints which originated largely or wholly from 
psychoneurotic disorders. 

It was pathetic and wrong that all old people who were 
a danger to themselves when alone should be in mental 
hospitals. There would be an end to that, but what about 
those in hospital now ? Their cases would be reviewed, but 
he doubted whether they would have anywhere to go. The 
Bill would make no difference to them, and they were the 
people who should be got out. Psychopaths, because of 
the babel they created, were going to be refused by hospitals. 
It was necessary to have some sort of new institution for 
them, though he did not mean an institute for criminal 
psychopaths. 

Queen of the Services 


Among other comments, Sir HUGH LUCAS-TooTH (Hendon, 
South, Con.) thought the Bill should distinguish carefully 
between the two reasons for compulsory treatment—medical 
and social. There seemed to be a tendency to confuse them. 

The service of mental disorder had not been attractive in 
the past: the work was exacting, compulsion had been 
psychologically repulsive to those engaged in it, and 
psychiatry had been an imprecise science not having the 
glamour of other branches. It should be the queen of 
services, and the first thing needed to make the Bill a success 
was to give this service the glamour it needed and deserved. 


Inadequate Expenditure on Research 


Mr. C. MaYHEw (Woolwich, East, Lab.) said that even 
the £130,000 that the Medical Research Council was to 
receive was fabulously small in relation to the need and 
opportunities. Mr. A. D. Dopps-ParKEr (Banbury, Con.) said 
that only 4% of the M.R.C. budget was set aside for mental 
health research. Applying the rule of thumb used in other 
activities, and allocating 194 of expenditure to research and 
development, mental health should get £1m. 


Government’s Reply 


Sir Harry Hytton-Foster, the Solicitor-General, said 
the Government were not in favour, as has been suggested, 
of making the local authority provisions mandatory at once. 
There was no lack of grip by the Minister, and he also had 
default powers. The real brake was not finance, but staff 
for the next two years. The M.R.C. was undertaking a full- 
scale review of their research in mental health. 


INFECTIOUS DISEASES AND VITAL STATISTICS 
Summary for British Isles for week ending January 10 
(No. 1) and corresponding week 1958. 

Figures of cases are for the countries shown and London administrative 
county Figures of deaths and births are for the whole of England and 
Wales (London included), London administrative county, the 17 principal 
towns in Scouand, the 10 principal towns in Northern Ireland, and the 14 
principal towns in Eire. 

A blank space denotes disease not notifiable or no return available. 

The table is based on information supplied by the Registrars-General of 
England and Wales, Scotland, N. Ireland, and Eire, the Ministry of Health 
and Local Government of N. Ireland, and the Department of Health of Eire. 
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* Measles not notifiable in Scotland, whence returns are approximate. 
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Influenza 


For the first time this winter influenza virus A of Asian type 
has been isolated from a fatal case of pneumonia in 
Bolton, Lancs. Influenza-like outbreaks have recently been 
reported in Lancashire and in the London area. Increases 
in new claims for sickness benefit have occurred in Scotland, 
north England, and Wiltshire. Pneumonia cases in 
England and Wales, shown on the graph (this page), are low 
for the time of year. Weekly totals of influenza deaths for 
the three weeks up to January 17 were: 21, 41, 33. 
Respiratory disease so far this winter is at a much lower 
level than last winter, when influenza was prevalent. 


High Birth and Low Death Rates 


The surplus of births over deaths in England and Wales 
in 1958 was 211,531, the largest since 1949, when it was 
220,436. The number of live births in 1958 was 738,323, 
which was 15,049 more than in 1957 and the highest number 
since 1948. The rate per 1,000 population was 16.4, the 
highest rate since 1949. In the December quarter the birth 
rate was 15.7 per 1,000 population, which was the highest 
rate for a December quarter since 1948. 

The 16,620 deaths of children under 1 year of age gave 
a rate of 22.5 per 1,000 live births, the lowest annual infant 
mortality rate ever recorded in this country. In the 
December quarter the infant mortality rate was 22.6. 

Deaths registered in the year numbered 526,792, giving 
a rate of 11.7 per 1,000 population. The rate was 11.5 for 
1957 and 11.7 for 1956. In the December quarter the death 
rate was 11.7 per 1,000 population. 

There were 16,274 stillbirths in the year, giving the record 
low rate of 21.6 per 1,000 total live and stillbirths. In the 
December quarter the stillbirth rate was 22.1.—Registrar- 
General's Weekly Return No. 2, 1959. 


Graphs of Infectious Diseases 


The graphs below show the uncorrected numbers of cases 
of certain diseases notified weekly in England and Wales. 
Highest and lowest figures reported in each week during 
the years 1949-57 are shown thus ------ , the figures for 
1958-9 thus . Except for the curves showing 
notifications in 1958-9, the graphs were prepared at the 
Department of Medical Statistics and Epidemiology, London 
School of Hygiene and Tropical Medicine. 


1000 


OF CASES 


er> 
wt 


KUM 


1060 
958 Vv 
Qeerereeveveverereren: erererertrerrerrr a 
4 8 12 6 20 24 28 32 3% 40 4 48 52 4 


35000; MEASLES 





30000! 


HUMBER OF CASES 


10C00+ 


5000; 





apa Lowest 1949-57 “Seneranorerererer essere! 
Oona rt r Ser So asah an Ran a in canoe 


4 8 2 6 20 24 2 32 3% 40 44 4 S82 1959 
WEEKS 


PNEUMONIA 
Hichest,'949-57 


HUMBER OF CASES 








5000 SCARLET FEVER 





NUMBER OF CASES 





WEEKS 


Week Ending January 17 


The chief fluctuations in the notifications of infectious 
diseases in England and Wales during the week ending 
January 17 were decreases of 2,458 for measles, from 15,129 
to 12,671, 41 for food-poisoning, from 148 to 107, 23 for 
acute pneumonia, from 550 to 527, 21 for whooping-cough, 
from 529 to 508, and increases of 334 for scarlet fever, 
from 769 to 1,103, and 164 for dysentery, from 675 to 839. 

The largest declines in the incidence of measles were 527 
in Yorkshire West Riding, from 1,750 to 1,223, 239 in Essex, 
from 1,286 to 1,047, 237 in Lancashire, from 1,574 to 1,337, 
217 in Cheshire, from 770 to 553, 132 in Somersetshire, 
from 300 to 168, 107 in Yorkshire East Riding, from 438 
to 331, and 101 in Sussex, from 554 to 453. Only small 
fluctuations were reported in the local returns of whooping- 
cough. The largest rises in the notifications of scarlet fever 
were 56 in Lancashire, from 87 to 143, 56 in Yorkshire West 
Riding, from 81 to 137, and 45 in Essex, from 58 to 103. 
5 cases of diphtheria were notified, being the same number 
as in the preceding week. 

30 of the 37 cases of paratyphoid fever were notified in 
Nottinghamshire (see Journal, January 24, p. 244). 
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The notifications of acute poliomyelitis numbered 26, and 
these were 5 fewer for paralytic and 12 fewer for non- 
paralytic cases than in the preceding week. The largest 
returns were Yorkshire West Riding 4, Lancashire 3, 
Hampshire 3 (Winchester R.D. 2), Cheshire 3 (Bebington 
M.B. 2). 

The largest rise in dysentery was 84 in Lancashire. The 
largest returns during the week were Glamorganshire 129 
(Cardiff C.B. 66, Rhondda M.B. 37, Barry M.B. 14), 
Lancashire 123 (Manchester C.B. 28, Fylde R.D. 25, Eccles 
M.B. 15, Liverpool C.B. 12), Yorkshire West Riding 120 
(Leeds C.B. 76, Bradford C.B. 13), Lincolnshire 79 (Grimsby 
C.B. 49, Boston M.B. 20), London 69 (Battersea 10, Deptford 
10, Lewisham 10), Warwickshire 41 (Coventry C.B. 27, 
Birmingham C.B. 12), Middlesex 36 (Hendon M.B. 19), 
Hampshire 32 (Southampton C.B. 14), Essex 29 
(Walthamstow M.B. 21), Berkshire 27 (Maidenhead M.B. 
24), Yorkshire East Riding 25 (Kingston upon Hull C.B. 
21), and Durham 21. 


Medical News 











Royal Society.—The tercentenary of the Royal Society 
will be celebrated from July 18 to 26, 1960. The celebrations 
will include special visits to the City of London and to the 
Universities of Oxford and Cambridge, both of which have 
important links with the Society’s development. The decision 
to form the Society was taken on November 28, 1660, at a 
meeting in the City of London. Four medical men are on 
the committee which is planning the celebrations—Lord 
ADRIAN, O.M., Sir Linpor Brown, Sir CHARLES Dopps, and 
Sir HOWARD FLOREY. 

Malaria.—The world-wide malaria eradication campaign 
is threatened by a serious shortage of funds, Dr. M. G. 
CANDAU told the executive board of the World Health 
Organization, which opened its 23rd session in Geneva on 
January 20. The funds available to W.H.O. fell short by 
approximately $1.3m. of the amount needed for malaria 
eradication in 1959. Fund-raising activities undertaken at 
the request of the World Health Assembly had failed, he 
said. Except for the $8m. contribution of the United States, 
most of the economically developed countries had not 
responded to appeals—a few of them had made very 
modest contributions—and it was unsound for the World 
Malaria Fund to depend almost entirely on the support of 
one single country. 

General Optical Council—New appointments to the 
Council include the following medical practitioners: Mr. 
F. W. Law (London), Dr. JoHN MARSHALL (Glasgow), Mr. 
O. Gaver Morcan (London), Dr. F. W. CAMPBELL 
(Cambridge), Mr. M. J. Roper-Hatt (Birmingham), Dr. M. 
SorsBy (London). 

Complaint to Press Council.—At its meeting on January 
20 the Press Council considered a complaint from the 
council of the British Dental Association. The complaint 
concerned a report in the Manchester edition of the Daily 
Express on October 3 about an inquest on a child who had 
died in a dentist’s chair. The B.D.A. objected to the large 
headlines. The Press Council noted that the complaint was 
not about the factual reporting of the inquest and considered 
that the editor of the Daily Express had properly used his 
discretion in the treatment of a story of an “exceptional 
and dramatic character.” 

R.S.M. Gold Medal.—Sir Rosert Younc has been 
awarded the Royal Society of Medicine’s triennial gold 
medal. It is for distinguished contributions to the art and 
science of medicine. Sir Robert, who is 87. is consulting 
physician to the Middlesex and Brompton Hospitals. 


Multiple Sclerosis Fellowships.—The Multiple Sclerosis 
Society has made the first awards in its programme of 
fellowship grants. Dr. RicHaRD BLIGHT has been appointed 
as the Lyons fellow at Leeds University and Mr. P. J. 





WarREN the Bromiley fellow at Guy’s Hospital, London. 
The fellowships are for £4,500 each, over a period of three 
years. 


Hospital Costs.—The volume of hospital costing returns 
published three months ago was based on a new method 
of costing: it showed the expenditure incurred by each 
department of about 200 hospitals spending more than 
£150,000 per year (see Journal, November 8, 1958, p. 1153). 
A further volume has now been published covering hospitals 
which operated the old scheme of costing, though in an 
improved version (Hospital Costing Returns, Vol. I, 1959, 
H.M.S.O., London. Price £1 10s. net). The returns show 
that the cost of maintaining patients in hospitals was higher 
in 1958 than in 1957, in some cases by as much as £3 per 
week. The average cost in 1958 of maintaining an in-patient 
in an acute hospital (non-teaching) with 100-300 beds was 
£23 14s. 7d. per week. 


Swiney Prize—Dr. C. KetrH SimPsoN, university reader 
in forensic medicine at Guy’s Hospital, has been awarded 
the quinquennial Swiney prize of the Royal Society of Arts 
for his book Forensic Medicine. The prize is for the 
best published work on, alternately, medical or general 
jurisprudence. 

George Swiney, the prize’s eccentric founder, was born about 
1786. He graduated in medicine at Edinburgh University, but 
spent most of his life as a recluse in London, where he occupied 
himself in revising his will and making elaborate preparations 
for his funeral. This light-hearted spectacle took place in 1844, 
when Swiney’s coffin, draped in yellow velvet, was carried to St. 
Martin’s, Camden Town, followed by three gaily dressed young 
girls. Some years before, Swiney had left a parcel at the rooms 
of the Society of Arts—to which he was a complete stranger— 
containing the draft of a will in the Society’s favour. This was 
regarded as a hoax until, after Swiney’s death, the Society 
discovered he had left it £5,000 to found the prize. 


W.H.O. in America.—Dr. ABRAHAM Horwitz (Chile) has 
been appointed director of the W.H.O. Regional Office for 
the Americas (Pan American Sanitary Bureau). 


Influenza Vaccination for Heart Cases.—The American 
Heart Association and the U.S. Public Health Service issued 
a joint statement on January 10 recommending that those 
with cardiovascular disease should be vaccinated against 
influenza. Allergy to eggs is regarded as the only 
contraindication to their vaccination. 


U.S. Tobacco Industry—The United States Tobacco 
Industry has allocated a further $500,000 to its research 
committee to support investigations on the effects of 
smoking. 


Railway Accidents.—The Medical Research Council is to 
investigate why railway drivers and motormen inexplicably 
pass signals set at danger. This decision follows discussions 
with the British Transport Commission, the Ministry of 
Transport, and the trade unions concerned. 


Dr. A. Rae Gilchrist, P.R.C.P.Ed., has accepted the 
appointment of R. T. Hall overseas lecturer of the Cardiac 
Society of Australia and New Zealand for 1959. He will 
attend the annual meeting of the society in Adelaide on 
May 25 and 26, the annual meeting of the Royal 
Australasian College of Physicians, and visit Auckland, 
Brisbane, Sydney, Melbourne, and Perth. 


Sir Leonard Rogers, F.R.S.—Plymouth medical 
practitioners have placed a plaque on the gates of Sir 
Leonard’s birthplace, Hartley House, in honour of his 
pioneer work in the Indian Medical Service. He celebrated 
his 91st birthday on January 18. 


Dr. G. W. Marsh has been awarded, jointly with Mr. 
J. H. MILLER, the Royal Geographical Society’s Mrs. Patrick 
Ness award. It is for their 1,670-mile (2,690-km.) sledge 
journey last year, during the Commonwealth Transantarctic 
Expedition. 

“ Medico-Legal Journal.”—Dr. GAvIN THURSTON has been 
appointed editor. 
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COMING EVENTS 


Hunterian Oration.—Sir REGINALD Watson-Jones will 
lecture on “Surgery is Destined to the Practice of 
Medicine ” at 4 p.m., on February 16, at the Royal College 
of Surgeons of England. 


Closed-circuit Colour Television.—The North Middlesex 
and the Enfield and Potters Bar Divisions of the B.M.A. are 
holding a colour television demonstration and conference at 
8.30 p.m. daily from March 9 to 12, at the Regal Cinema, 
Edmonton. Tickets for each evening from the Secretary, 
North Middlesex Hospital, Silver Street, London, N.18. 


Fellowship of Postgraduate Medicine.—Week-end course 
on chronic rheumatic diseases will be held at St. Stephen’s 
Hospital, London, S.W.10, on March 14-15. Further details 
from the Secretary, Fellowship of Postgraduate Medicine, 
60, Portland Place, London, W.1. 


National Association for Mental MHealth.—Annual 
conference at Church House, Westminster, on March 19 and 
20. The theme will be “ The Place of Work in the Treatment 
of Mental Disorder.” Details from the National Associa- 
tion for Mental Health, 39, Queen Anne Street, London, W.1. 


Eleventh International Hospital Congress.—To be held in 
the Assembly Rooms, George Street, Edinburgh, from June 
1 to 6. The central theme will be “ Efficiency Methods in the 
Hospital.” Further details from the International Hospital 
Federation, 6th Floor, 34, King Street, London, E.C.2. 


Third International Congress of School and University 
Health.—Paris, July 6-8. Details from the Organizing 
Committee, 13, rue du Four, Paris, 6. 


Third International Congress of the World Confederation 
for Physical Therapy.—-Paris, September 6-12. Details from 
the Secretary, 1 ter, Rue Chanez, Paris, 16. 


SOCIETIES AND LECTURES 


A fee is charged or a ticket is required for attending lectures marked @. 
Application should be made first to the institution concerned. 


Monday, February 2 

DENTAL AND Mepicat Soctery Por THe Stupy or Hypnosis.—At Royal 
Society of Medicine, 8 p.m., symposium. 

Guy's Hospitat.—5.15 p.m., Endocrine demonstration by Dr. K. S. 
MacLean: Cortisone. 

Marisoroucn Day Hosprrat—8.15 p.m., Dr. T. M. Ling: Dynamic 
Treatment of Neuroses with Lysergic Acid (illustrated by a tape recording 
of treated patienrs). 

PostTorapuaTe MepicaL ScHoot oF LONDON.—4 p.m., Guest lecture by Dr. 
Alick Bearn (New York): Biochemical Genetics in Clinical Medicine. 


Tuesday, February 3 

Bartish PostorapuATe Mepicat Feperation.—At London School of 
Hygiene and Tropical Medicine, 5.30 p.m., Dr. O. M. Wrong: Sodium 
Excretion and the Control of Extracellular Fluid Volume. 

INSTITUTE OF DeRMATOLOGY.—5.30 p.m., Dr. P. D. Samman: Diseases of 
the Nails (1). 

Roya COLLeGe Or Puysictans OF LONDON.—S5S p.m., Milroy Lecture by Dr. 
A. R. Southwood: Aspects of Preventive Cardiology—{1) Elaboration of 
Public Health 

Royat CoLtece Or SurRGrONS OF ENGLAND.—S5S p.m., Arris and Gale Lecture 
by Mr. Rodney Smith: Anatomy and Physiology of the Bile and 
Pancreatic Ducts end Their Surgical Significance. 

St. Maary’s Hosprtat Mepicat Scnoo..—At Wright-Fleming Institute 
Theatre, 5 p.m., Mr. C. Scott Russell: Some Problems of Puberty. 


Wednesday, February 4 

ASSURANCE Mepicat Sociery.-At Medical Society of London, 5 p.m., 
Presidential Address by Dr. Donald Norris: Widening Horizon in 
Medical Insurance. 

Instirute OF DeRMaTOLOGY.—-5.30 p.m., Professor T. B. Fitzpatrick: 
Increased (Brown and Grey-blue) Pigmentation. 

INsTITUTE OF Diseases OF THE CHEST.—S5 p.m., Dr. H. Nicholson: Early 
Diagnosis of Lung Cancer. 

INSTITUTE OF L*RYNGOLOGY AND OTOLOGY.—5.30 p.m., Dr. I. Friedmann, 
Dr. D. A. Osborn, and Dr. A. L. Jeanes: clinical pathological conference. 

InstiTuTe OF UroLtocy.—4.30 for 5 p.m., Mr. H. K. Vernon: Indications 
for Treatment in Enlarged Prostate. 

MANCHESTER Mepicat Society: Secrion OF Mepicine.—At Large Anatomy 
Theatre, Manchester University, 4.30 for 5 p.m., Presidential Address by 
Dr. C. S. D. Don: Treatment of Diabetes, 

MIDLAND Mepicat Sociery.—At Birmingham Medical Institute, 8.15 p.m., 
Mr. L. D. Abrams, Mr. F Ashton, and Dr. W. A. Hudson: Experiences 
in the Use of the Extra-corporeal Heart. 

Oxrorp University.—At Radcliffe Infirmary, 5 p.m., Litchfield Lecture 
by Dr. Paul Beeson: Pathogenesis of Pycionephritis. 

PosTorapuaTe Mepicat ScHoo. or LONDON.—2 p.m., Guest lecture by 
pe. F. E. Camps: Post-mortem Investigation and Interpretation of Head 
nyuries. 

@Soctatist Mepicat Association.—7.15 p.m., Dr. Joshua Carse: The 
Worthing Experiment—New Methods in the Mental Health Services. 


Thursday, February 5 


BRITISH POSTGRADUATE MEDICAL FEDERATION.—At London School of 
Hygiene and Tropical Medicine, 5.30 p.m., Dr. A. F. Rogers: Human 
Physiology in Antarctica. 

INSTITUTE OF LARYNGOLOGY AND OTOLOGY.—At Royal College of Surgeons 
of England, 5.30 p.m., Mr. Victor Riddell: Thyroid Gland and Recurrent 
Laryngeal Nerve. 

LIVERPOOL MED'caL INSTITUTION.—8 p.m., Dr. T. R. Littler: Rheumatoid 
Arthritis. Dr. H. Fuld: The Use of Chloroquin in Rheumatoid Arthritis. 

Royal COLLEGE OF PHYSICIANS OF LONDON.—S p.m., Milroy Lecture by 
Dr. A. R. Southwood: Aspects of Preventive Cardiology—(2) Rise of 
Biochemistry. 

RoyaL COLLEGE OF SURGEONS OF ENGLAND.—{1) 3.45 p.m., Arnott 
Demonstration by Dr R. MeP. Livingston: Human Embryo— 
Development and Form. (2) 5.30 p.m., Otolaryngology Lecture by Mr. 
Victor Riddell: Thyroid Gland and Recurrent Laryngeal Nerve. 

St. ANprews UNiverstry.—At Physiology Department Lecture Theatre, 
5 p.m., Dr. J. C. Hoyle: Some Recent Work oa Sarcoidosis. 

St. GeorGe’s Hospitat Mepicat ScHoot.—S p.m., Dr. Maurice Partridge: 
Psychiatry. 

University CoLteGe LONDON: DEPARTMENT OF BIOCHEMISTRY.—At 
Physiology Theatre, Gower Street, W.C.. 5 p.m., public lecture by 
Professor F. G. Young, F.R.S.: Hormones and Metabolic 
G) Anterior Pituitary Hormones. 

West oF ENGtanp Cuitp Heattn Group.—At Department of Child Health 
Lecturs Theatre, Children’s Hospital, Bristol, 5.30 p.m., Mr. David 
Stevens: Catarrhal Deafness in Childhood. 


Friday, February 6 

INSTITUTE OF DeRMATOLOGY.—5.30 p.m., clinical demonstration by Dr. 
W. N. Goldsmith. 

INSTITUTE OF DISEASES OF THE CHEsT.—S5 p.m., Mr. I. Hill: clinical 
demonstration. 

INSTITUTE OF LARYNGOLOGY AND OTOLOGY.—3.30 p.m., clinical discussion 
for general practitioners. Mr. K. G. Rotter: Otitis Externa. 

INSTITUTION OF ELecTRICAL ENGINEFRS: Mepicat ELectronics Discussion 
Group.—At Savoy Place, W.C.. 5.30 for 6 p.m., discussion to be opened 
by Dr. P. Bauwens and Mr. P. Styles: Problems of Storing Transient 
Phenomena for Subsequent Analysis. 

Lonpon UNrversity.—At Meyerstein Lecture Theatre, Westminster Medical 
School, 5.15 p.m., special university lecture in biochemistry by Professor 
L. T. Samuels (Utah): Studies ot Steroid Biosynthesis in Testicular 
Interstitial Cells. 

PostToRADUATE MepicaL ScHoot OF LONDON.—10 a.m., Guest lecture by 
Mr. B. N. Brooke: Certain Aspects in the Care and Treatment of 
Ulcerative Colitis. 

—— INSTITUTION.—9 p.m., Dr. V. E. Cossiett, Ph.D.: Microscopy with 

rays. 

Rovat Mepico-Crrruraicat Society of Giascow.—At Royal Faculty of 
Physicians and Surgeons of Glasgow, 8.30 p.m., Dr. J. M. Lenihan: 
Radiation and Life. 

Wuiers Cross Hosprtrat Mepicat Society.—8.30 p.m., Dr. E. Hinden: 
Place of Children in Society. 


Saturday, February 7 

INSTITUTE OF LARYNGOLOGY AND OTOLOGY.—11.30 a.m., Dr. J. J. Groen 
(Utrecht): Basis of Vestibular Examination. 

MIDLAND THORacic Socirty.—At Birmingham Medical Institute, 3 p.m.. 
Mr. O. S. Tubbs: Abnormalities of the Diaphragm. 

Natronat Maternity Hospitat, Dustin.—S p.m., Charter Day Lecture by 
Mr. G. F. Gibberd: Changes in the Manifestations of Puerperal Sepsis 
in the Past 30 Years. 





APPOINTMENTS 


Bonnett. J A. L., M.B., B.S., Nuclear Medical Officer to Central 
Electricity Generating’ Board, Winsley Street, London, W.1. 

Soutu-westers Reoionat Hosprtat Boarp.—D. H. Johnson, M.D., 
Consultant Pathologist in Bristol! Clinical Area (Weston-super-Mare) ; 
P. J. W. Monks, M.B., B.S., F.R.C.S., Consultant Surgeon in Exeter 
Chnical Area (Torquay): T. Stuart-Black Kelly, M.B.. Ch.B., F.R.C.S.Ed., 
D.O.M.S., Consultant Ophthalmic Surgeon at Bath Eye Infirmary; D. A. 
Sime. M.B.. Ch.B., Senior Hospital Medical Officer at Royal Western 
Counties Institution, Starcross, Devon ; G. H. Hall, M.B., B.S., M.R.C.P., 
Senior Medical Registrar at Royal Devon and Exeter Hospital, Exeter 
Goint appointment with United Bristol Hospitals); A. J. Webb. M.B., 
Ch.B., Surg cal Registrar to Cossham-Frenchay Hospitals Group ; Catherine 
M. White, M.B., Ch.B., D.C.H., Paediatric Registrar at Southmead 
Hospital, Bristol. 





BIRTHS, MARRIAGES, AND DEATHS 


BIRTHS 


Treston.—On December 31, 1958. to Dr. and Mrs, Charles Treston, of 
Mianje, Nyasaland, a son—Paul Anthony, 


DEATHS 


Acheson.—On January 17, 1959, at Danes House, Aldeburgh, Suffolk, 
Patrick Merrick Acheson, M.R.C.S., I.R.C.P. 

Corben.—On January 15, 1959, at his home, Riva, Burdon Lane, Cheam, 
Surrey, Charles Corben, M.D., F.R.C.S.Ed. 

Evers.—On January 14, 1959, at Woking, Surrey, James Alexander McElroy 
Shortt Evers, L.R.C.P.&S.Ed., L.R.F.P.S. 

George.—On January 1, 1959, at Orange Walk, Northern District, tish 
Honduras, William Ayrton Strathearn George, L.R.C.P.&S.Ed., 
L.R.F.P.S., J.P. 

Macpherson.—On January 15, 1959, at Seaview, Eire, Orkney, James 
Archibald Stewart Macpherson, M.B., Ch.B. 

Payne.—On January 10, 1959, at 29, Fitzwalter Road, Colchester, Essex, 
William Frank Payne, M.R.C.S., L.R.C.P., aged 57. 

Quinn.—On January 10, 1959, at 116, Kenilworth Gardens, Westcliffe-on- 
Sea, Essex, Patrick Quinn, M.B., B.Ch., aged 79. 

Stewart.—On January 14, 1959, at Ilex House, Wells, Norfolk, Henry 
Hay Stewart, M.B., Ch.B., late of Lagos, Nigeria. 

Walker.—On January 17, 1959, Edward Geoffrey Learoyd Walker, M.B., 
of Springbank, Huddersfield. 
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Any Questions ? 





We publish below a selection of those questions and 
answers which seem of general interest. It is regretted 
that it is not possible to supply answers to all questions 
submitted. 


Aphrodisiacs 


Q.—What is the most potent aphrodisiac? What is the 
role of aphrodisiacs in the treatment of impotence ? 

A.—No comparative studies of aphrodisiac agents are to 
be found in the literature, and it is therefore impossible to 
base a reply to this question on published experimental data. 
An answer can be given only on general physiological 
grounds. It is obvious that sexual potency in man depends 
on the production of testosterone by the testis, and that 
when the supply is inadequate sexual potency declines. 
Testosterone and allied substances classed as androgens 
appear to act by increasing the rate of blood flow to tissues 
which are sensitive to androgens—namely, the penis, prostate, 
seminal vesicles, scrotum, vas deferens, and epididymis. On 
these tissues they have an effect similar to that of the 
oestrogens on the endometrium and muscle of the uterus, 
causing growth and proliferation. Thus a rational con- 
clusion is that the most potent aphrodisiac is testosterone, 
which can be taken by mouth in the form of methyl- 
testosterone. Other substances have a reputation as 
aphrodisiacs and have certainly been used for this purpose. 
Cantharides, or spanish fly, is a blistering agent, and has an 
effect on the genito-urinary tract most probably by causing 
inflammation of the urethra. The use of liquor 
cantharidini as an aphrodisiac is clearly dangerous. 
Yohimbine also has been used. [t is a drug which has an 
effect on blood vessels, causing dilatation by abolishing 
constrictor tone. Any effect it may have as an aphrodisiac 
is likely to be transitory. 


Greasy Scalp and Acne 


Q.—A girl aged 18 has a very greasy scalp, and has black- 
heads and cysts on her back and face. Shampooing has 
little effect. What treatment can be suggested ? 


A.—Greasiness of the scalp and face can sometimes be 
reduced by cutting down animal fats in the diet. Since 
this patient also evidently has a tendency to acne, chocolate 
should be eliminated as well. The application of sulphur 
to the skin is usually beneficial. This may be applied on 
the scalp in the form of 3% potassa sulphurata incorporated 
in spirit. The acne on the face may be treated with a 
nightly application of resorcin and sulphur paste, N.F. The 
vigorous use of soap and water is also to be encouraged. 
Greasiness of the scalp is very difficult to remedy, but the 
condition of the face and back should be more amenable. 
If the measures suggested are not successful, an erythema 
dose of ultraviolet light twice weekly may be given. If 
sufficient improvement is still not obtained, superficial x-ray 
treatment to these areas should be considered. 


Measles Carriers 


Q.—in a measles epidemic I find that many children who 
have had the infection in the past develop prodromal 
symptoms and signs but a rash does not appear. Is this 
a common happening, and are these children carriers ? 


A.—The prodromal symptoms and signs of measles, except 
for Koplik spots, are not easily diagnosed from a severe 
cold. If there are no Koplik spots and a rash does not 
develop, then it is impossible to justify the diagnosis of 
measles. Moreover, the epidemiology of the disease is 
against such a diagnosis—measles is a highly infectious 
disease and susceptible contacts develop the disease in a 
recognizable form with a rash. It is impossible to be 
dogmatic on the question of carriers, but case-to-case 
infection seems to fit the facts better. 


Pressure Cookers as Autoclaves 
Q.—Is it possible to use pressure cookers as autoclaves ? 


A.—A pressure cooker is an autoclave, and a very 
convenient one for rapid sterilization on the laboratory 
bench or in a doctor’s surgery. Any model will serve which 
is fitted with a tap enabling air to be displaced by steam 
before closing and allowing the pressure to rise, and a 
valve which can be set to blow off at a pressure of 15 or 
20 Ib. per sq. in, (1.05 or 1.4 kg. per square cm.). For a small 
load it suffices to hold at a pressure of 15 Ib. (0.45 kg.). 
which in an atmosphere of pure steam means a temperature 
of 121° C., for 15 minutes. 


Corticosteroids and Haemoptysis 


Q.—May corticosteroids safely be used in the treatment 
of pulmonary tuberculosis when haemoptysis is present ? 


A.—Corticosteroids in large doses interfere with tissue 
repair. Theoretically, therefore, they might be contra- 
indicated in the presence of large haemoptyses in pulmonary 
tuberculosis. In practice one would prefer to wait until the 
haemoptysis had settled down before initiating corticosteroid 
treatment. If the haemoptysis consists only of a little 
blood-streaking, and the indication for the use of 
corticosteroids is a strong one, then it would be reasonable 
to proceed with their administration. In all cases when 
corticosteroid drugs are used in pulmonary tuberculosis, this 
treatment must be covered by chemotherapy with drugs to 
which the patient’s organisms are sensitive. 


Oil Acne 


Q.—Is there any method of preventing oil acne due to 
lubricating oil ? 


A.—Probably the most effective method of all in the 
prevention of oil acne is thorough washing with soap and 
water at the end of the day’s work. Oil acne on the limbs 
often results from friction from oil-soaked clothing, and it is 
important therefore that clothing should be cleaned or 
discarded as often as necessary so that this does not occur. 
Barrier cream of the oil-repellent type may be very useful 
but is not usually suitable for application to the face. 
Washing with hot water and soap is probably all that will 
be required for the face. 


Diplopia in Acute Alcoholism 


Q.—How is diplopia produced in acute alcoholic 
intoxication ? 


A.—Maintenance of perfect binocular vision in man is 
achieved only by very accurately co-ordinated movements 
of the eyes. This co-ordination is maintained by a complex 
series of cerebral reflexes. Alcohol is a cerebral depressant, 
and it interferes with the reflexes responsible for the co- 
ordination of eye movements, just as it interferes with those 
necessary for accurate balance and walking and those for 
fluent and perfectly articulated speech. The reason why 
some persons experience diplopia more readily than others 
after partaking of alcohol is that in those who have some 
degree of heterophoria sufficient control of the eyes to 
prevent diplopia requires a greater effort than in those with 
orthophoria. Persons with heterophoria experience diplopia 
not only after alcohol but also when their eyes are fatigued. 


Small-joint Involvement in Spondylitis 


Q.—Is involvement of the small joints common in 
spondylitis, and what is the treatment? 


A.—Involvement of the peripheral joints (excluding hips 
and shoulders) occurs in something like one-quarter of 
patients with ankylosing spondylitis. It is more common in 
those with an age of onset before 20 years. It may develop 
before the ankylosing spondylitis becomes evident or many 
years afterwards. It would be unwise, probably, to give 
further deep x-ray therapy, since nowadays it is thought that 
long-term risks of radiation increase rapidly with dosage. 
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The treatment of patients with severe ankylosing 
spondylitis in peripheral joints should be similar to that for 
patients with rheumatoid arthritis: splints, adequate exercise 
for the affected muscles, adequate rest periods, and the use 
of analgesics, such as “disprin” or phenylbutazone, in 
adequate amounts. If these do not give sufficient relief 
hormones may be used, but will probably have to be given 
for prolonged periods of time, and the maintenance dosage 
should therefore be kept as low as possible to avoid 
osteoporosis and gastric complications. 


NOTES AND COMMENTS 


Aetiology of Pyloric Stenosis.—Professor T. McKEown 
(Birmingham) writes: In reply to the question concerning the 
aetiology of hypertrophic pyloric stenosis (“Any Questions ? ”’ 
December 20, p. 1546), it is stated that “ it seems likely, therefore, 
that the basic cause is genetic, and possibly no other factor is 
involved.” This view was current before the war and is still in 
textbooks, but it is in sharp conflict with almost all of the 
evidence assembled during the past decade referred to in a leading 
article published in the Journal.‘ There is very strong evidence 
that the postnatal environment has a marked influence on the 
manifestation of infantile hypertrophic pyloric stenosis (which is 
rarely congenital), and a full examination of familial data? 
provided no support for any simple genetic hypothesis. 
REFERENCES 

1 Brit. med. J., 1954 2. 583. 

2 Knox, G., Brit. J. prev. soc. Med., 1958, October (in press) 

Dr. G. Davison (Newcastle upon Tyne) writes: The statements 
of your expert in reply to a question on pyloric stenosis must not 
be allowed to go unchallenged. There has been considerable 
investigation into the aetiology of pyloric stenosis in babies, and 
it is generally accepted that genetic and other factors play a part; 
what is not clear is the extent of the part played by non-genetic 
factors or their nature. However, Cockayne and Penrose’ 
concluded that pyloric stenosis was due to a common gene with 
a low frequency of expression, thereby stressing the importance 
of non-genetic factors determining the onset of the condition in 
individuals susceptible by their hereditary constitution. McKeown 
and his colleagues have stated in a series of papers their findings 
in relation to non-genetic factors, and are convinced of the 
importance of these factors.2* Your expert's statement that the 
tumour itself may be present at birth may be true, but in a short 
reply of this type it is certainly misleading. During the time I 
have been concerned, together with my surgical colleagues, 
notably Mr. Stewart Feggetter, with the care of about 1,500 infants 
suffering from congenital pyloric stenosis, I have been on the 
look-out for this phenomenon and have discussed it with 
recognized authorities on pyloric stenosis and with pathologists 
who have carried out thousands of necropsies on neonates. I 
have yet to become aware of an authentic case of a pyloric 
tumour present at birth; on the other hand, I have conclusive 
evidence that it is usually not present at birth. With regard to 
your correspondent’s actual question, I should have been happier 
to see it stated frankly that there is at present no evidence on 
which an answer can be based; any attempt to give one is 
unwarranted speculation. 

REFERENCES 


A., and Penrose, L. S., Ohio J. Sci., 1943, 43, 1 


t Cockayne, E 4 . 
MacMahon, B., and Record, R. G., Arch. Dis. Childh., 


4 McKeown T 
1952, 27, 386 
8 = - ibid., 1955, 30, 497. 

Our Experr replies: Credit is certainly due to Professor 
McKeown and his colleagues in their attempt to find environ- 
mental factors responsible for pyloric stenosis in infants. 
Unfortunately they have so far been unable to demonstrate what 
these factors are, apart from a suggestion that the manner or 
frequency of feeding might be responsible. There is a twentyfold 
increase in the risk of pyloric stenosis among the near relatives 
of patients with the condition. The fact that the genetic factors 
are complex is really not very relevant from the clinical point of 
view. Dr. Davison is, of course, right when he says that 
hypertrophy of the pylorus is not present at birth, but it has been 
found on many occasions within the first week of life. 


Ringworm.—Drs. A. Girpwoop FerGusson and W. A. Dewar 
(Glasgow) write: We note with some concern that your expert 


(“Any Questions?" December 6, p. 1424) states that 
Microsporon canis scalp infections may be expected to clear 
spontaneously or readily following the application of fungicides. 
In our experience in the west of Scotland cure by topical 
applications is by no means “ readily” obtained in the majority 
of such cases, and we shall be grateful if we may be allowed to 
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present the following observations in support of the use of x-ray 
epilation as the treatment of choice for cases showing little or 
no inflammatory reaction. Of the last 32 cases seen by us and in 
which M. canis was found on culture, 24 showed little or no 
inflammatory reaction. Of the latter, x-ray epilation was carried 
out in 18 cases, local treatment with fungicides was given in two 
cases, and treatment was refused in four cases. With x-ray 
epilation, complete defluvium or cure, as shown by Wood's light 
examination, was noted after periods varying from 22 days to 55 
days, with an average time of 35 days. Of the eight cases with 
marked inflammatory reaction, one was a healing kerion from 
which the sole remaining infected hair was epilated manually. 
The other seven cases received local treatment only under daily 
medical supervision and were cured as shown by Wood's light 
examination after periods varying from 31 to 81 days, with an 
average time of 61 days. The two non-inflammatory cases which 
received topical treatment only were free from infection in 50 
days and 67 days respectively. It must be remembered that most 
cases receive topical treatment before attending hospital, and the 
duration of infection prior to first attendance at a clinic is 
therefore important both with regard to dissemination of infection 
and to the time required for local therapy to effect cure. Of the 
non-inflammatory cases, adequate histories were obtained in 18 
patients, and in these the infection had been noted for periods 
varying from three days to eight months prior to first attendance 
at hospital, with an average time of 82 days (the two non- 
inflammatory cases which were treated with local ointment were of 
3 days’ and 120 days’ duration respectively). Of the eight cases with 
inflammatory reaction, seven had adequate histories, and in these 
infection had been noted for periods varying from six days to nine 
weeks, with an average time of 31 days. These observations 
indicate that M. canis scalp infection is not such a mild or 
short-lived condition as your expert would suggest. In particular 
it is notable that even in the inflammatory cases, where 
spontaneous cure or rapid response to local applications is most 
likely, the average time for clearing the infection is still much 
longer than that found with x-ray treatment. We believe that 
insistence on the ready cure of M. canis scalp infection by topical 
treatment would be a disservice to the community in the west of 
Scotland, and consider that treatment by x-ray epilation is 
necessary in non-inflammatory cases in order to cut short the 
infection and to prevent its wider dissemination. 

Our Expert replies: I do not think that the problem of M. 
canis differs as between one locality and another. Since 1950 
188 patients with M. canis infection of scalp have been treated 
in my department, and the average time of treatment was 100 
days. Twelve of these have been epilated by x rays. Nine were 
epilated in 1950, and the others in 1951, 1954, and 1955. The 
epilation dose of x rays is high, near the danger line so far as the 
skin is concerned, and not desirable in regard to skull and its 
contents in the young subject. The trend is to avoid x-ray 
therapy to-day whenever possible. It seems to me desirable to 
avoid x-ray epilation if this disease can be cured in about three 
months—whether the cure is spontaneous or therapeutic. Many 
would argue further that, since spread from head to head is 
probably uncommon in M. canis, attendance at school with 
reasonable precautions might be permitted. 


Correction.—In “Drug Treatment of Infants and Children 
Suffering from Pneumonia,” by Professor W. Gaisford (January 
24, p. 230), we regret that the metric equivalent of 25-50 mg. per 
lb. body weight per day of tetracycline was incorrectly given 
(p. 231). It should be 50-100 mg. per kg. 


Collected Articles from the “ British Medical Journal ” 

The following books are available through booksellers or 
from the Publishing Manager, B.M.A. House. Prices, which 
include postage, are now the same for both inland and overseas. 

Emergencies in General Practice (26s. 9d.). 

Refresher Course for General Practitioners, Volumes 2 and 3 
(26s. 9d.). 

Clinical Pathology in General Practice (22s. 3d.). 
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